LACHMAN CONSULTANT SERVICES, INC.

CONSULTANTS TO THE PHARMACEUTICAL AND ALLIED INDUSTRIES

1600 STEWART AVENUE, WESTBURY, NY 11590
(516) 222-6222 * FAX (516) 683-1887

April 7, 2004

OVERNIGHT COURIER 4/7/04

Division of Dockets Management (HFA-305)
Food and Drug Administration

Department of Health and Human Services
5630 Fishers Lane, Room 1061

Rockville, MD 20852

CITIZEN PETITION
Dear Sir or Madam:

This petition is submitted in quadruplicate on behalf of a client under Section 505(j)(2)(C) of the
Federal Food, Drug and Cosmetic Act, 21 U.S.C. §355(j)(2)(C) and 21 CFR §10.20 and §10.30,
and 21 CFR §314.93, to request the Commissioner of Food and Drug Administration to make a
determination that an abbreviated new drug application (ANDA) may be submitted for Glipizide
and Metformin Hydrochloride Oral Solution, 2.5 mg / 250 mg per 5 mL; 2.5 mg / 500 mg per
10 mL and § mg / 500 mg per 10 mL.

A. Action Requested

The petitioner requests that the Commissioner of Food and Drug Administration declare that
Glipizide and Metformin Hydrochloride Oral Solution, 2.5 mg / 250 mg per 5 mL; 2.5 mg / 500
mg per 10 mL and 5 mg / 500 mg per 10 mL is suitable for submission as an ANDA. The
reference listed drug product upon which this petition is based is Metaglip® (Glipizide and
Metformin Hydrochloride) Tablets, 5 mg / 500 mg. Metaglip® is also available in tablet strengths
of 2.5 mg / 250 mg and 2.5 mg / 500 mg. Metaglip®is manufactured by Bristol Myers Squibb
Company. Since Metaglip® Tablets, 5 mg / 500 mg is the designated RLD upon which this
petition is based, the petition requests a change in dosage form from tablets to oral solution
from that of the listed drug.

B. Statement of Grounds

Section 505(j)(2)(C) for the Federal Food, Drug and Cosmetic Act provides for submission of an
ANDA for a new drug that differs in dosage form from a listed drug, provided that the FDA has
approved a petition seeking permission to file such an application. This petition seeks a change
in dosage form from that of the reference listed drug product (i.e. from a tablet to an oral
solution).

The oral solution dosage form can be a viable alternative for patients who have problems
swallowing the tablet dosage form.
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The proposed drug product will differ only in dosage form. The indications, dosage
recommendations, strengths and route of administration, are the same as those included in
approved labeling of the listed drug (Attachment 1). Therefore, the proposed change in dosage
form (from tablets to oral solution) will not raise questions of the safety and efficacy of the
proposed products. The indication remains unchanged and the proposed labeling will be the
same as that of the approved labeling of the listed drug except for the dosage form, inactive
ingredients and marketer of the product. (Attachment 2) Thus, the Agency should conclude that
clinical investigations are not necessary to demonstrate the proposed product's safety or
effectiveness.

The approved labeling for the listed drug, Bristol Myers Squibb’s Metaglip® Tablets, is provided
in Attachment 1. The proposed package insert for Glipizide and Metformin Hydrochloride Oral
Solution is provided in Attachment 2. A copy of the appropriate page from the electronic
Approved Drug Products with Therapeutic Equivalence Evaluations 24" Edition (commonly
referred to as the Electronic Orange Book) showing the listing of the reference-listed drug
product upon which this petition is based is included in Attachment 3.

C. Pediatric Waiver Request

In December of 2003, Congress passed the Pediatric Research Equity Act of 2003 that
amended the Federal Food, Drug and Cosmetic Act to provide the Agency authority to require
drug firms to study certain drugs in pediatric patients, if the Agency feit that such study would
provide beneficial health data for that patient population. The act also provided a provision for a
waiver from such requirement if:

(iii) the drug or biological product;

(I) does not represent a meaningful therapeutic benefit over existing therapies for
pediatric patients; and

(1) is not likely to be used in a substantial number of pediatric patients.

The petitioner hereby requests that a waiver from the conduct of pediatric studies be granted for
the approval of this petition to permit subsequent ANDA filing.

The reference-listed drug product is currently available in a conventional immediate-release
tablet and is not, according to the approved labeling, recommended for use in pediatric patients,
For this reason, the change in dosage form to an oral solution from an immediate-release tablet
would not likely result in use in the pediatric population. In addition, the combination of Glipizide
! Metformin Hydrochloride does not appear on the historical listing of drug products for which
studies may provide health benefits to the pediatric population. The proposed product,
designed to provide a more convenient dosage form for adult patients that cannot swallow
tablets, would therefore, not represent a meaningful benefit over existing therapies for the
pediatric patient. In addition, based on the labeling of the proposed product, it is not likely to be
used in a substantial number of pediatric patients.

For the reasons stated above and consistent with the provisions of the Pediatric Research
Equity Act of 2003, the petitioner respectfully requests that this waiver be granted.
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D. Environmental Impact

The petitioner claims a categorical exclusion under 21 CFR §25.31.
E. Economic Impact

According to 21 CFR §10.30(b), the petitioner will, upon request by the Commissioner, submit
economic impact information.

F. Certification

The undersigned certifies that to the best of its knowledge, this petition includes all information
and views on which the petition relies, and that it includes representative data and information
known to the petitioner, which are unfavorable to the petition.

Sincerely,

%MQM

Robert W. Pollock

Vice President

Lachman Consultant Services, Inc.
1600 Stewart Avenue

Westbury, NY 11590

RWP/pk

Labeling for the Innovator (Metaglip®)

Labeling for the Generic product

Approved Drug Products with Therapeutic Equivalence Evaluations 24™
Edition (electronic)

Attachments:

W~

cc: Emily Thakur (Office of Generic Drugs)
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Rx only
METAGLIP™

(glipizide and metformin HCl Tablets

2.5 mg/250 mg
2.5 mg/500 mg
§ mg/500 mg

DESCRIPTION

METAGLIP™ (giipizide and metformin HCI) Tablets contains two oral antihyperglycemic drugs used
in the management of type: 2 diabetes, glipizide and metformin hydrochioride.

l:llplZlUE 15 an orai amlnyperglycemm urug of the Sul[OI'llelEa CIBSS. The cnemlcal name for gllp-
1zide is 1-cyclohexyl-3-{[p-[2-{5-methytpyrazine ] Glipizde is
2 whutish, odortess powder with a malecular formuia of C21 HZ,NSO.;S amolecuiat welght of 445.55
and a pK, of 5.9. It 1s insoluble in water and alcohols, but soluble in 0.1 N NaOH; it is freely solu-
ble in dlmethylfotmanude. The structural formuda s tepresented belaw,
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Glipizide

Metformin hydrochionde is an oral antihyperglycermnic drug used in the management of type 2 dia-
betes. Metformin hydrochlonde (N, V-dimethy bonimidic di mono-hydrachioride) is
not ct ly or related 0 suifonylureas, thiazolidinediones, or a-glucosidase
inhibitors. It is 3 white to off-white c:ysuamne compound with a molecular formuia of C4H,,CiNg
{monchydrochloride} and a molecular wsight of 165.63. Metformin hydrochionde is freely soluble in
water and is practically inscluble in acetone, ethar, and chloroform. The pK,, of metformin is 12.4
The pH of a 1% aquegous solution of metformin hydrochioride is 6.68, The s!ructural formula is as
showr:

iy
N NH,

_N._ _N
H,C T T «HCl

NH NH
Metformin Hydrachloride

METAGLIP 15 availabie for oral administration in tablsts containing 2.5 mg glipizide with 250 mg
metformin hydrochionide, 2.5 mg ghpizide with 500 mg metformin hydrochloride, and § mg ghpmde
with 500 mg metformin hydmchlonde tn addition, each tablet contains the following inactive ingre-
dients: microcry sodium, and magnesium stearate, The
tablets are film coaled which prowdes colar differentiation.

CLINICAL PHARMACOLOGY
Mechanism of Action

METAGLIP combines ghpizide and metformun hydrochionide, two antihyperglycemic agents with
complementary mechanisms of action, to improve glycemic control in patients with type 2
disbetes.

Glipizide appears to lower blood glucose acutely by stimulating the retease of msulm from the pan-
creas, an effect dependent upon functioning beta cells n the pancreatic islets. Extrapancreatic
effects may play a part in the mechanism of action of oral suifonylurea hypoglycemic drugs. The
mechanism by which glipizidiz lowers blood ghicose during long-term administration has not been
clearly lished. In man, sti ion af Insulin by glipizide in response to a meal 1s
undoubtedly of major importance. Fasting insulin levels are not elevated aven on long-term glip-

prolongation of time 1o peak plasma concentration following administration of a single 850 mg

tablet of in with food, compared 1o the same tablet strength administered fasting. The clin-
ical e of these d 5

Distribution

Glipizide

Protein binding was studied in serum from volunteers who received either oral ar intravenous glip-
1zide and found to‘be 98-99% one hour aftet either route of pparent volume
of distribution of ghpizide after intravenous admirustration was 11 liters, lndlcatwe of localization
within the Butar fluid In mice, no glipi or metabolites were detectable
autoradiographically in the brain or spinal cord of males or females, nor in the fetuses of pregnant
females. In another study, however, very small amounts of radicactiviey were detected in the
fetuses of rats glvan labeled drug.

Metformin hydrodhioride

The apparent volume of distribution (V/F) of metformin foliowing single oral doses of 850 mg
veragad 654 + 358 L. Metformin s negrgbly bound to plasma pmtelns Metformin panitions nto
erymml.yles, Mo yasa function of time. At usuai ciinical doses and UOSII’Q schediuies of
metformin, steady state plasma concentrations of metformin are reached within 24-48 hours and
are generally <1 ygfmL. During controlied clinical trials, maximum metformin plasma levels did not
exceed 5 pg/mL, even at maximum doses.

lism and Ejfimi
Glipizide
The of gi is and ocours mainly in the fiver. The primary metabolites are

inactive hydmxyiaﬁnn products and polar conjugates and are excreted mainly in the unne. Less
than 10% unchanged glipizide is found in the unne. The half-life of elimination ranges from 2-4
fiours in normal suhjecls whether given intravenously or orally. The metabolic and excretory pat-
terns are similar wuh the two routes of administration, indicating that first-pass metabolism s not
significant.

Metformin hydrochioride

Intravenious smgla~i:lose studies i normail subj t that in is d
unchanged in the urine and does not undergo h bolism (no have been iden-
tfied in humans) ndr biliary excretion. Renal clearance (see Table 1} is approximately 3.5 times
greater than creatinine clearance. which indicates that tubular secretion is the major route of met-
formin F g oral ion, app ly 90%6 of the absorbed drug is elim-
mated via the reral route within the first 24 hours, with a p\asma on haif-life of approxi-
mately 6.2 hours. in blood, the elimination haif-fife 1 approximately 17.6 hours, suggesting that the
erythiocyte mass may be a compartment of distnbution.
Special Populations :
Patients With Type 2 Diabetes
in the presence of normal rena! funcuon, there are no differences between single- or muitiple-dose
h wetics of in L 1 patients with type 2 diabetes and normal subjects (see
Table 1), naris there any accumylation of metformin in either group at usual ciinical doses.
Hepatic lngmrmncy

The balism and ion of glipizide may be slowed in patrents with mpaned hepatic func-
tion (see PRECAUTIONS}. No pharmacukmeuc studies have been conducted in patlents with
hepatic insufficfency for metformin.

Renal Insulﬁciency

The metabolism andexcretion of glipizade may be slowed in patients with impawed renal function
(see PRECAUTIONS).

In patients with decqeased renal function {based an creatirine clearance), the plasma and blood
half-iife of metformin is prolonged and the renal clearance is decreased in proportion to the
decrease In creatining clearance (see Table 1; also, see WARNINGS).

Geriatrics
There Is 110 info oy on the pl kinetics of glipizide in elderly patients.

Limited data from contralled pharmacokinetic studies of metformin in healthy siderly subjects sug-
gest that 1otat plasma clearance is detreased, the half-ife 15 prolonged, and C,,,, is mcreased,
compared to heaithy: young subjects. From these data, it appears that the change in metformin
pharmacokiristics with aging is primarily accounted for by a change in renal function {see Table 1).
Metforrmin treatrment should not be initiated in patients 280 years of age unless measurement of
that renai function is not reduced.

inde jon, but the postpl insulin response continuss to be enhanced after at least !

& months of treatment. Table 1: Seleut Mean {£S.D.} Metformin Pt kinetic Par Foflowing

Metformin hydrochiongde is an antibypergly agent that imp glucose Singfe or Multiple Oral Doses of Matformin

with type 2 diabetes, lowering both basal and postprandial plasma glucose. Metformin hydrochiu- . T ¢ Renai

ride decreases hepatic glucose production, decreases intestinat absorpton of glucose, and x?;c&mzr‘y;::m) (cj!/";:u (;:";?, (ms’e;:;"ce

improves insulin sensitivity by increasmg peripheral giucose uptake and utilization. o L 18 1

P cokinetics H?O‘(t)hy’ N;‘;‘fz;:)‘ '?c Rl 1.03 (20.33} 2.75 (£0.81) 600 {£132)
" . p " myg . 03 (0. .75 (0. [+

Absorption and Bioavaitability 850 mg SD (74 160(20.38) | 2.84 (:0.82) 552 {+139)

METAGLIP 850 mg t..d. for 18 doses' (9) 2.01 (:0.42) | 1.79 (:0.94) 542 (+173)

in a single dose study in healthy subjects, the glipizide and metformin components of METAGLIP with Type 2 Disbetes:

§ mg/500 mg were bloequivalent to coadministered GLUCOTROL® and GLUCOPHAGE™. Ma':;sm SD{;;) Disbetes 1.48 (0.9 3.32 [+1.08) 491 (£138)

Following adrministration of a singie METAGLIP § mg/500 mg tablet in healthy subjects with sither 9 St 9 . 1' o ; ’ 2‘ " ! 22 55

a 20% glucose solution ar a 20% glucose solution with facd, there was a small effect of food an 850 mg tid. for 19 doses! (5) S0 (£0.62) 01 (21.22) 0 (+160)

peak plasma concentration (C,,.) and no effect of food on area under the curve {AUC) of the Elderlys, Healthy Nondiabetic Adults:

gipizide component. Time to peak plasma concentration (T, for the glipizide component was asolyr:' sp ﬂzy) 2.45 (+0.70) 271 (£1.05) 412 (:98)

delayed 1 hour with food relative to the same tablet strength adrinistered fasting with a 20% 9 - - - -

glucose salution  C,.. for the metformin component was raduced approximately 14% by faed Renal-impaired Adults: '

whereas AUC was not affected. T,,,,, for the metformin component was delayed 1 hour after food. 850 g SD

Glipizide Mild (CL . 61-90 mi/mm) (5) 1.86 (£0.52) 3.20 {x0.45) 384 (£122)

Gastromtesunal absarption of glipizide 1s unifarm, rapid, and essentially complete. Peak plasma Moderate (CL,, 3160 mL/min) (4) 412 (183} | 3.75 (x0.50) 108 {£57)

cancentrations occur 1-3 hours after a single orai dase. Glipizide does not accumulate In plasma Severe {CL,, 10-30 mL/min) &) 3.93(:0.92) | 4.01 (1.0} 130 (£90}

on repeated aral administration. Total absorption and disposition of an oral dose was unaffe . .

by food ) normat volunteers, but absorption was delayed by about 40 minutes.
Metformin hydrochioride

The absolute bicavalability of a 500 mg metforroin hydrochloride tablet given under fasting condi-
tions is approximately 50-60%. Studies using single oral doses of metformin tablets of 500 mg and
1500 mg. and 850 mg to 2550 mg, indicate that there is a lack of dose proportionality with increas-
ing doses, which is due o decreased absorption rather than an alteration in elimination. Food
decreases the extent of and slightly delays the absorption of metformin, as shown by approxi-
mately a 40% lower peak concentration and a 25% lower AUC in plasma and a 35-minute

All doses given fasting except the first 18 doses of the multiple-dose studies

Peak plasma conceptration

Time to peak plasma concentration

SD = sirgle dose

Cambined esults (average means} of five studies: mean age 32 years (range 23-59 years)
Kinetic study done following dose 18, given fasting

Elderly subjects, mean age 71 years (tange 65-81 years)

CL, = creatinine ciearance normalized to body surface area of 1,73 m?
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Pediatrics
No data from pharmacokinetic studies iy pediatric subjects are avaiable for either glipizide ar

After 18 weeks, treatment with METAGLIP at doses up to 20 mg/2000 mg per day resulted in sig-
nificantly lower mean final HbA,, and significantly greater mean reductions in FPG compared to

metformin. .
Gender
There is no information on the effect of gender on the pharmacokinetcs of glipizide.

Metformin pharmacokinetic parameters did not differ significantly in subjects with or without type
2 drabetes when analyzed according to gender {males = 19, females = 16). Similarly, in controlied
ciinical studies i patients with type 2 diabetes, the antihyperglycemic effect of metformin was
comparable in males and females,

Race
No infarmation is avatlable on race differences in the pharmacokinetics of ghpizide.

No studies of metformin pharmacokinetic parameters according to race have been performed. in
controlled clinical studies of metformin i pateats with type 2 diabetes, the antihyperglyceric
effect was comparable in whites (n=249), blacks {n=51}, and Hispanics (n=24).

CLINICAL STUDIES
Initial Therapy

In a 24-week, double-blind, active-controfied, multicenter internationat climcal trial, patients with
lype 2 diabetes, whose hyperglycemia was not adequately cantrolled with diet and exercise alpne
fhemoglobin A, [HbA, | >7.5% and £12% and fasting plasma glucose [FPG] <300 mg/dL} were tan-
domized to receve initial therapy with ghpizide § mg, metformin 500 my, METAGLIP 2.5 mg/250 mg,
or METAGLIP 2.5 mg/500 mg. After wo weeks, tha dose was progressively increased {up to the 12-
week visit} to @ maximum of four tablets daily in divided doses as needed to reach a target mean
daily glucose (MDG) of <130 mg/dl.. Trial data at 24 weeks are summarized in Table 2.

ghp and to in therapy. Tr with METAGLIP lowered the three-hour postprandi-
al glucose AUC, compared 1o baseline, to a significantly greater extent than did the glipizide and
the metformin therapies. METAGLIP did not significantly affect fasting insulin levels. .

There were no clinically meaningful differences in changes from baseline for all lipid parameters

between METAGLIP therapy and either metformin therapy or ghpizide therapy. The adjusted mean

changes from baseline in body weight were: METAGUIP 5 mg/500 mg, -0.3 kg; glipizide, -0.4 kg;

and metformin, -2.7 kg. Welght loss was greater with metformin than with METAGLIP

MNDICATIONS AND USAGE

METAGLIP {glpnzide and metformin HCI) Tablets is indi as inial py. as an adj to diet

and exercise, 1o improve glycernic costrol in patients with type 2 diabetes whose hypergiycemia

cannot be satisfactonly managed with diet and exercise alone.

METAGLIP is indicated as second-line therapy when diet, exercise, and initial treatraent with a sul-

fonylurea or metfarmin do not result in adequate glycemic control in patients with type 2 diabetes.

CONTRAINDICATIONS

METAGLIP is contramdicated in patients with:

- Renat disease or renal dysfunction (e.g., as suggested by serum o levels 21.5 mg/dL
[mates], 21.4 mg/dL {females], or < clearance) which may also result from

conditions such as cardiovascular callapse (shock), acute myocardial infarction, and septicemia

(see WARNINGS and PRECAUTIONS).

Congestive heart failure requinng pharmacologic treatment.

- Known hypersensitivity to glipizde of metformin hydrochioride.

-

AN

- - 4 Acute or chronic metaboiic acidosis, including diabenc ketoacidosss, with or without coma.
Table 22 Active-Controlied Trial of METAGLIP as Initial Therapy: Diabetic ketoacidosis should be treated with insulin,
Summary of Trial Data at 24 Weeks METAGLIP shouid'be temporarily discontinued in patients undergol diologic studies invelvi
= si ararily ntinued in nts ergoing radiviogic studit rolving
Glipizide |Motformin | METAGLIP METAGLIP wkravascular administration of iodinated contrast materials, because use of such products may
Smg 500 mg 2.5 mg/250 mg [2.5 mg/500 mg result in acute altetation of renal function. {See also PRECAUTIONS).
tablets tablets tablets tablets
i Final Dose 6.7 1749 79 7.4 mgf WARNINGS
.7 R
ean Final Dos 9 8 791",% 1 477":?,9 Metformin Hydrochloride
Hemoglobin A,_ (%) N=168 N-171 N=186 N=163
Baseline Mean 917 9.15 9.06 9.10 .
Final Mean 7.36 .67 6.93 6.95 Lactic acidosis:
Adjusted Mean Change <177 -1.46 2.5 -2.14 Lactic acidosis is a rare, but seri li plication that can occur due to met-
from Baseline formin during with METAGLIP; when it ocours, itis fatal in approx-
Qifference from Ghpizid .0.38% K578 imataly 50% of cases. Lactic acidosis may also acour in fation with a number of
Difference from Metformin 20.70° 065 Sasue hypoperhision and n G fiatates malius, and ""”‘f"’efu’e“.'ss'g'.":";ﬁ
% Patients with Final HbA, <7% | 43.5% 35.1% 59.6% 57.1% lactate levels (>3 mmol/L), decreased blood pH, electrolyte distur with an i d
Fasting Plasma Ghicose (mg/dL) | N=169 N=176 N=170 N=169 anion gap, and an increased lactate/pyruvate ratio. Whon metformin is implicated as the
Baseline Mean 210.7 207.4 206.8 203.1 cause of lactic acidosis, metformin pi levels »5 pg/mL are generally found.
Final Mean 162.1 163.8 152.1 148.7 The rap incid: of factic acidosis in pati ing metformin hydrochloride is
Adiusted Mean Change -46.2 -42.9 -54.2 ~66.5 very low {approximately 0.03 cases/$1000 patlent-years, with approuglmatexy 0015 farat
from Baselineg cases/1000 patient-years). Reported cases have occurred primarily in diabetic patients
: - = with significant ranal Insufficiency, including both intrinsic renat di: and renal hypo-
Difference from (“‘;bp;zlde -8.0 :0.; perfusion, often in the ing of multipi i e prob and mut.
Difference from Metformin 3 -13. tipte Palients with congestive heart failure requiring pharmaco-
a p<0.001 logic managemant, in particular those with oF acute congestive heart failure who

After 24 weeks, treatment with METAGLIP (glipizide and metforemn HCl) Tablets 2.5 mg/250 mg ang
2'5 mg/500 mg resuited in significantly greater reduction in HbA,. compared to giipizide and to
metformin therapy. Also, METAGLIP 2.5 my/250 myg therapy resulted In significant reductions in
FPG versus metformin therapy.

Increases above fasting glucose and insulin levels were determined at baseline and final study
wisits by measurement of plasma glucose and insufin for three hours following a standard mixed
liquid meal. Treatment with METAGLIP lowered the three-hour postprandial glucose AUC, com-
pared to baseline, 10 a significantly greater extent than did the glipizide and the metformin thera-
pies Compared to baseline, METAGL!P enhanced the postprandial insulin response, but did not
sigrificantly affect fasting insulin levels.

There were no clinically meaningfui differences m changes from baseline for all ipid parameters
between METAGLIP therapy and either metformmn therapy or glipizide therapy. The adjusted mean
changes from baseline in body weight were: METAGLIP 2.5 mg/250 mg, -0.4 kg: METAGLIP
2.5 mg/500 mg, -0.5 kg: gliptade, -0.2 kg: and metformin, -1.9 kg. Weight loss was greater with
metformin than with METAGLIP. -

Second-Line Therapy

in an 18-week, double-blind, active-controlied U.S. clinical trial, s tatal of 247 patients with type 2
diabetes not adequately contiolled (HbA,. 27.5% and $12% and FPG <300 mg/dL) while being
treated with at least one-half the maximum labeled dose of a suifonylurea (e.g. glyburide 10 mg,
glipizide 20 mg) were randomized to receive glipizide ffixed dose, 30 myg), metformin {500 mg), or
METAGLIP § mg/500 mg. The doses of metformin and METAGLIP were ttrated (up 10 the eight-
week visit) to @ maximum of four tablets daily #s needed to achieve MDG 130 mg/dL. Trial data
a 18 weeks are summarized in Table 3.

are at risk of hypoperfusion and hyp are at i risk of lactic acidosis. The
risk of lactic acidosis increases with the degree of renal dysfunction and the patient’s age.
The tisk of factic acidosis may, therefore, be significantly d d by regutar ing
of renal function in patients taking metformin and by use of the minimum effective dose of

In p: 4 of the elderly should be accompanied by careful mon-

#toting of renat METAGLIP should not be initiated in patients > 80 years
of aga unless ement of inine clearance d that renal function is not
duced, as these patients are move ping lactic acidosis. in addition,

ptible to

METAGLIP should be promptly withheld in the presence of any condition associated with
hypoxemia, dehydration, or sepsis. Bacause impaired hepatic function may significantly
limit the ability to clear lactate, METAGLIP should gt lly be inp with

tinical or lab y evi of hepatic disease. Patients should be cautioned against
excessive alcohol intake, either acute or chronic, when taking METAGLIP, since alcohol
petentistes the effects of in hydr ide on lactate i In addiion,
METAGLIP should be temporarily discontinued prior to any i radi
study and for any surgical procedure (see also PRECAUTIONS).

The onset of lactic acidosis often is subtle, and P
symptoms such as i i i i

ied only by pecific
yalty P ¥ ing and
P 1] There may be associated hypothermia, hypotension, and
resistant bradyarvhythmias with more marked acidosis. The patient and the patient's
physician must be aware of the possible importance of such symptoms and the patient

shauld be § 4 to notify the phy ly if they occur (see aiso PRECAU-
TIONS). METAGLIP should be withd) until the si is clarified. Serum electrolytes,
blood gl and if indicated, blood pH, factate levels, and even blood met-

formin jevels may be useful. Once a patient is stabilized on any dose levet of METAGLIP,

Table 3: METAGLIP as S Line Therapy: S y of Trial Data at 18 Weeks gasuol'::‘leslinak; tv;hdieh are dun:'g initiau:on of_m?apy with metfo;rjn:,né
Glipizide Motformin METAGLIP :Lea I:: la:gc to be ﬂ!ui' r:itah - , Later ::thmunence gastrointestinal symptoms cou
!:b!"gs f:g':g s mglbsﬁ:smg Levels of fasting venous plasma lactate above the upper limit of normal but less than
- 5 mmol/L. in patients taking METAGLIP do not ily indi impending factic aci-
Mean final Dose 300 mg 1927 mg 17.5mg/1747mg dosis and may be explainable by other mect such as poorfy controlled diabetes or
Hemoglobin Ay, (%) N=79 N=71 N=80 ity, vig physi ivity, or technical problems in handling. (See also
ine Maan 8,87 8.61 B.66 PRECAUTIONS).
Final Adfusted Mean 8.45 836 739 Lactic aci should be susp d in any diabetic patient with i is fack-
Difference from Glipizide -1.06? ing evi K idosis (i ia and i
Difference from Metformin -0.98° Lactic acidosis is a medical emergency that must be trested in a hospital satting, ¥ a
% Patsnts with Final HbA, <7% B.9% 9.9% 36.3% patient with lactic acidosis who is taking METAGLIP. the drug shauld be discontinued
Fasting Plasma Glicose (mg/dl) N=82 N=75 N=81 fiately and general smm measure‘-.;f pmmpfllgoins{iymd. ';l:cause ‘:n:no::in
B Mean 2036 191.3 194,3 h is dialy a cl up to mi/min under good hemody-
Adjusted Mean Change from Baseli 7.0 6.7 -30.4 namic. conditions), prompt h ysis is d to the acidosis and
D Trom Cipizid A ramove the tated meti Such ! often results in prompt reversal of
eience Iom Gipizide : ymptoms and ¥. (See also CONTRAINDICATIONS and PRECAUTIONS.}
Difference from Metformin -37.2 N

a p<0.001
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SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY

apparent abnormalities should be appropriately investigated and managed (see PRECAUTIONS:

The admini ation of oral ypogly drugs has been reported to be inted with J
i with diet alone or dgiet plus  Certain individuals (those with inadequate Vitarmin B, or calcium intake or absorption) appear to
msulin. This warning is based on the study by the Uni y Group Diabetes  be predisposed to de | Vitamin B,, levels. In these patiants, routine serum
pmgrarn(usnp). a lang-term prosp: f trial designed to eval s the effect! Vitamin By, measurements at wo- 10 three- -year intervals may be useful.
of gi dmgs in pr L in pati with

lin-d The sludy involved 823 pauerus who were randomly Change in clinics) status of p with p type 2 .
assrgned 10 one of four treatment groups (Diabetos 19 {Suppl, 2):747-830, 1970), A patient with type 2 diabetes previously wel-co on who ps laboratory

UGDP reported that patients treated for 510 8 years with diet plus a fixed dose of tolbutamide
(1.5 grams per day) had a rate of i mortality appt ly 2%, times that of
patients treatad with diet alone. A significant increase in total mortality was not observed,
but the use of tolb ide was di { d based on the increase in cardiovascular mor-
tality, thus limiting the opponunity for the study to show an increase in overall mortality.
Despite controversy the i of these resuits, the findings of the UGDP
study provide an adequate basis for tlus warning. The patient should be informed of the
potential risks and benefits of glipizide and of ive modas of py

Although only one drugq in the suifony class {tolb ide) was d in this study, it
is prudent from a safety standpoint to consider that this warning may also apply to other
hypoglycemic drugs in this class, in view of their close similarities in mode of action and
chemical structure.

PRECAUTIONS

General

METAGLIP

Hypoglycemia .

METAGLIP (glipizide and metformin HC) Tablets i1s capable of producing hypoglycemia, therefore,
proper patient selection, dosing, and instructions are important to avoid potertial hypogiycemic
episodes. The nsk of hypoglycemia is increased when caloric intake is deficient, when strenuous
exercise is not compensated by czloric supp/ementation, or dunng concomitant use with other
glucose-lowering agents or ethanol. Renal insufficiency may cause elevated drug levels of buth gfip-
wde and metformin hydrochloride, Hepatic insufficiency may increase drug levels of glipizide and
may also diminish gluconeogenic capacity, both of which increase the risk of hypoglycemic reac-
vons. Elderly, debilitated, or malnounshed patients and those with adrenal or pituitary insufficiency
or alcohol intoxication are particularly susceptible to hypogiycemic effects. Hypoglycemia may be
difficult to recogmze in the eiderly, and in pecple who are taking beta-adrenergic blocking drugs.
Glipizide

Renal and hepatic disease

The metabofism and excretion of glipizide may be slowed In patients with impaired renal and/ar
hepatic function. If hypaglycemia should occur in such patents, it may be prolonged and appro-
priate management should be instituted.

Metformin Hydrochioride
ing of renal

Metformin is known to be substantially excreted by the kidney, and the nsk of metformin accumu-
lation and lacfic acidosis increases with the degree of imparment of renal function. Thus, panems
with serum creatinine levels above the upper limit of normal for their age should not receive
METAGLIP. In patients with advanced age, METAGLIP should be carefully titrated 10 establish the
minimurm dose for adeq iC effect, b aging is d with reduced renat func-
ton. in elderly patients, pamculany those 2 80 years of age, renal function shouid be monttored
regularly and, generally, METAGLIP should not be titrated to the maximum dose (see WARNINGS
and DOSAGE AND ADMINISTRATION), Before intiation of METAGLIP therapy and at least annu-
alty thereafter, cenal function should be assessed and venfied as normal. In patients in whom devel-
opment of renal dysfunction is anticipated, renal function should be assessed more frequently and
METAGLIP discontinued if evidence of renal impairment is present.

Use of concomitant medications that may aifect renal function or metfmmm disposition

Concomtant medication(s) that may affect renal function or result in significant hemodynamc change
or may interfere with the disposition of metformin, such as cationic drugs that are eliminated by renal
tubuiar secretion {(see PRECAUTIONS: Drug Interactions), shouid be used with caution.
Radjologi ai g the use of i far iodi ! Is (for exam-
ple. g i aphy. angiography, and comp tomog-
raphy (CT)} scans with ji It )

Intravascular contrast studies with iodinated matenials can isad to acute alteration of renal function
and have been associated with lactic acidosts in patients teceiving metformun {see CONTRAINDI-
CATIONS). Therefore, in patients in whom any such study is planned, METAGLIP should be tem-
porarily giscontinued at the time of or prior to the procedure, and withheld for 48 hours subsequent
ta the procedure and reinstituted only after renal function has been reevauated and found to he
normal.

Hypoxic states

Cardiovascular coliapse (shock) from whatever cause, acute congestive heart fadure, acute
myocardial nfasction, and other conditions characterized by hypoxemia have been associated with
tactic acidosis and may also cause prereral azotenmia. When such events dcour in patients on
METAGLIP therapy, the drug should be prompily discontinued.

Surgical procedures

METAGLIP therapy should be temporarily suspended for any surgical procedure {except minor pro-
cedures not associated with restricted intake of food and fluids) and should not be restarted untit
the patient's oral intake has resumed and renal function has been evaluated as normal,

Alcoho! intake

Aleohol is known to potentiate the effect of metformin on lactate metabofism, Patients, therefors,
should be warned against excessive alcohol intake, acute or chronic, while receving METAGLIP
Due to its effect on the gluconeogenic capacity of the tiver, alcohol may also increase the risk of
hypoglycemia

impaired hepatic function

Since impared hepatic function has been associated with seme cases of lacuc acidosis. METAGLIP
should generaily be avoided in patients with chinical or laboratory evidenge of hepatic discasa.

Vitamin B,, levels

In controlled chnical trials with metformin of 29 weeks duration, a decrease to subnormal lavels of
previously normal serum Vitamin B, without ciinical mandestations, was observed in approx-
mately 7% of patierts. Such decrease, possibly due to interference with B,; absorption from the
8,,-intrinsic factor complex, is, Very rarely d with anemia and appears ta be
rapidly reversible with discontinuation of metformin or Vitamin B,z upp
of hematalogic parameters on an annual basis s adwvised in p

in and ar\y

abnarmalities or clirical iliness (especlally vague and poorly defined iliness) should be evaluated
promptly for evidence of keteacidosis or jactic acidosis. Evaluation should include serurn elec-
trolytes end ketones, blood glucose and, if indicated, bload pH, lactate, pyruvate, and metformin
tevets. if acidosis nf either form oceurs, METAGLIP {glipizide and metformin HCY Tablets must be

stopped i diately and other appropriate corrective {see also WARNINGS).
Information for Paients
METAGLIP

Patients should be informed of the potential risks ard benefits of METAGLIP and of alternative
maodes of therapy. They should also be informed sbout the importance af adherence to dietary
instructions, of a ragular exercise program, and of regular testing of blood glucose, glycosylated
hemoglobin, renal function, and hematologic parameters,

The tisks of lactic amdosis associated with metformin therapy, its symptoms, angd conditions that
predispose 1o its development, as noted in the WARNINGS and PRECAUTIONS sections, should
be explaingd to patients. Patients should be advised to dl inue METAGLIP i diately and to
prumpuy wotfy their health practitioner if unexplaned hyper myalgia, malaise, unusual

or other nonsp symptoms occur. Orice a patient is stabxhzed on any dose level
of METAGLIP, gastromtestinal symptoms, which are common during initiation of metformin thera-
py. are unlikely to be drug related. Later accurrence of gastrointestinal symptoms could be due to
lactic acidosis or other serious disease.

The nsks of hypagtycemia, 1S synptoms and treatment, and conditions that predispose to its
developmént should be explained to patients and responsible famity members.

Patients should be against alcohol intake, either acute or chronic, while
receiving METAGLIP. (See Paﬁanl Information printed below)

Laboratory Tests

Periadic fasting blgod glucose and glycosylated gl {HbA, ;) 1ts should be
e 10 monitor therap 0

Initizl and penadic monitoring of I s {8.g.. lobin/h it and red

blood cell indices} -and renal function (serum creaumne) should be performed. at least on an
annual basis. While megaloblastic anemia has rarely baen seen with metformin therapy, 1f this 15
suspected, Vitsmin B,, deficiency should be excluded.

Drug interactions

METAGLIP

Certamn drugs tend to produce hyperglycemla and may lead to foss of blood glucase contral. These
drugs include the thiazides and other di X pher 1es, thyroid products,

estrogens, oral contraceptives, phenytoin, nicotinic acid, sympathomimetics, calcium channel
blocking drugs, and isoriazid. When such drugs are admnistered to a patient receiving METAGUPR,
the patient should be closely observed for loss of blood glucose control. When such drugs are
withdrawn from a patient recelving METAGLIP, the patient should be observed closely for hypo-
glycermia, Metformin is negligibly bound to plasma prouams andis, memfore. less lxkely to interact
with highly protein-bound drugs such as phenicol, and
probenecid as cornpared 1o sulfonylureas, which are extensively bound to serum proteins.

Glipizide

The hypoglycermc action of sulfonyl may be pi i by cerain drugs including
non y agents, some azms, and other drugs that are highly protem bnund.
shu ic chic ns,

inhibitors, and beta: adrenergic blockmg agents ‘When such drugs are administered to a patient
receiving METAGLIP the patient should be observed closely for hypoglycemia. When such drugs
are withdrawn from @ patient receiving METAGLIP, the patient should be observed tiosely for loss
of blood giucose cohtral. i vitro binding studies with human serum p indicate that gliptzi
binds differertly than toibutamide and does ot interact with salicylate or dicumarol. Howaver,
caution must be exercised in extrapolating these findings to the clinical situation and in the use of
METAGLIP with these drugs.

A potential interaction between orai miconazole and oral hypoglycemic agents leading 1o severe
hypogiycenva has been reported. Whether this imeraction also occuis with the intravenous,
topical, or vaginal preparations of miconazole is not known. The effect of concomitant adminis-
tration of fluconazole and glipizide has been demonstrated in a placebo-contrelied crossover study
in normal volunteers, All subjects received glipizide alone and following treatment with 100 mg of
fluconazole as a smgle oral daily dose for 7 days, the mean percent increase in the glipizide AUC
after fluconazole administration was 56.9% {range: 35 to 81%).

Metformin Hydrochioride

Furoseride

A single-dose, metfarmin-furosemide drug interaction study in heal(hy subjects demonstrated that
pharmacokmetic p of both compounds were d by co-adir

increased the metforsmin plasma and blaod C,,, by 22% and blood AUC by 15%, vmhout any sig-
nificart change in metfomnin renal clearance. When admnistered with metformin, the Cnax and
AUC of furosernide were 31% and 12% smaller, respectively, than when administered alone, and
the termunal half-life' was decreased by 32%, withaut any significant change in furosemnide renal
clearance. No information 1s avalable about the interaction of metformin and furesemide when
co-administered chromically.

Nifedipine

A single~dose, metfor di drug study in normat healthy volunteers dernon-
strated that co-admini ) of nifediping i J plasma metformin C,,,, and AUC by 20%
and 3%, respectively, and d the amount nthe unne, T, and half-ife were unaf-

fected. Nifedipine appears to enhance the absorption of metformin  Metformin had minimal effects
on nifedipine.

Cavionic drugs
Cationic drugs {o.g, amiloride, digoxin, morphing, procalnarmde quiniding, quinme, renitidine,

tnamterene, tnmethopnm, or wein) that are d by renal tubular secretion theoreti-
cally have the potential for ir Y with in by g for renal tubular
chir metformin and oral c:mendlne has been observed in

normal heahhy volunteers in both single- and muitiple-dose, metformin-cimetidine drug interaction
swdies, with 2 0% increase m peak metformn plasma and whole blood congentrations and a
40% increase in plasma and whole blood metfarmin AUC. There was no change in ekmination hali-
life in the single-dose study. Metforrin had no effect on cimetiding pharmacokinetics. Although
such intaractions remain theotetical (except for cimetiding), careful patient moritaring and dase

w



adjustment of METAGLIP (glipizide and metformin HC!} Tablets and/for the interfering drug s rec-
ommended in patients who are taking cationic ications that are d via the proximal renat
tubular seeretory system.

Other

In heaithy volunteers, the pharmacokirietics of metiormin and propranolol and metformin and
|buprafen were not affected when co-administerad in single-dose interaction studies.

Car is, Mutag Impairment of Fertility

No animat studies have baen conducted with the combined products in METAGLIP. The following
data are based on findings in studies performed with the individuat products.

Glipizide

A 20-month study in rats and an 18-month study in mice &t doses up to 75 times the maximum
human dose revealed no ewidence of drug-related carcinogenicity Bacterial and in vivo muta-

genicity tests were uniformly negative  Studies in rats of both sexes at doses up to 75 times the
human dose showed rio effects on fertlity.

Metformin Hydrochloride

Long-term carcinogenicity studies were performed with metformin slone in rats {dosing duration of
104 weeks} and mice (dosing duration of 91 weeks) at doses up to and including 900 myrkgrday
and 1500 mgrkg/day, respectively. These doses are both approximately four times the maximum
recommended huma! daily dose of 2000 mg of the metforrin component of METAGLIP based on
body sutface area comparisons. No evidence of carcinogenicity with metformin alone was found in
eitiier male or female mice. Similarly, there was no tumongenic potential observed with metformin
atone in male rats. Thete was, hawever, anincreased incidence of benign stromal utenne polyps in
fernale rats treated with 900 mgrkg/day of metformin aione.

There was no evidence of a genic p of in alone n the following in vitrs tests:
Ames test (S. typhimurium), gene mutatlon test (mouse lymphama cells), or chromosomal
aberrabons test (human lymphocytes). Resuits in the in wvo mouse micronucleus test were aiso
negauve.

Fertiity of male or female rats was unaffected by metformin alone when administered at doses as
high as 600 mg/kg/day, which 15 approximately three times the maximum recommended human
daily dose of the métformin compaonent of METAGLIP based on body surface area comparisons.

Pregnancy

ic Effects: Pregl y Category C

Recent information strongly suggests that abnormal blood glucose levels during pregnancy are
associated with a2 higher incidence of congemtal abnormalities. Most experts recommend that
insulin be used durning pregnancy to maintain blood glucuse as close to normal as possible.
Because animai reproduction studies are not always predictive of human respanse, METAGLIP
should not be usect during pregnancy uniess clearly needed. {See bsiow.)

There are no adequate and well-controlied studies in pregnant women with METAGLIP or its indi-
vidual components. No animal studies have been conducted with the combined products in
METAGLIP. The following data are based an findings in studies performed with the individuat
products.

Glipizide

Ghpizide was found tc be mildly fetotoxic i rat reproductive studies at ail dose levels
{5-50 mgrkg). This icity has been simiarly noted with other sulfonylureas, such as tolbu-
tamide and olazamide. The effect Is perinatal and befieved to pe directly related o the pharma-

cologic (hypaglycemic) action of ghpuz«de In studies in rats and rabbits, no teratogenic effects
were found.

Metformin hydrochloride

Metformin alone was not teratogenic in rats or rabbits a1 doses up to 00 my/kgrday. This repre-
sents an exposure of about two and six times the maximum recommended human daily dose of
2000 mg of the metformin component of METAGLIP based an body surface aree comparisons for
rats and rabbits, respectively. D ion of fetat 1S a partial placen-
tal barmer to metformin,

Nonteratogenic Effects

Prolonged severe hypoglycemia (4 to 10 days) has been reparted i neanates bom to mathers
who were receiving 2 sulfonylurea drug at the time of defivery. This has been reported more fre-
quently with the use of agents with prolonged half-lives. it is not recommended that METAGUIP
be used during pregnancy. However, if it is used, METAGLIP should be discontinued at leest one
manth before the expected delivery date. (See Pregnancy; Teratogenic Effects: Pregnancy
Category C)

Nursing Mothers

Aithough it 1s not known whether glipizide 1s excreted in human milk, some sulfonylurea drugs are
kriowr to be excretad In human mik. Studies in lactating rats show that metformin is excreted into
mitk and reaches levels comparable to those in plasma. Sirilar studies have not been conducted
n nursmg mothers. Because the potential for hypaglycemia in nursing infants may -exist, a deci-
ston should be made whether to discontinue nursing or to discontinue METAGLIP, taking into
account the importance of the drug to the mothar. if METAGLIP Is discantinued, and if diet alone
1s inadequale for controiling biood glucose, insulin therapy should be considered.

Pediatric Use
Satety and effectiveness of METAGLIP in pediatnc patients have not been established.
Geriatric Use

Of the 345 patients who received METAGLIP 25 mg/250 mg and 2.5 mg/S00 mg in the nital
therapy trial. 67 (19.4%) were aged 65 and older while § (1.4%6) were aged 75 and older. Of the
87 patients who received METAGLIP in the second-line therapy triat, 17 {18,5%) were aged 65 and
older while one (1.1%) was at least aged 75. No overalf differences in effectiveness or safety were
observed between these patients and younger patients in either the nitial therapy trial or the
second-line therapy tnal, and other reported clinical experience has not identfied differences in
response between the elderly and younger patients, but greater sensitivity of some okler individu-
als cannot be ruled out.

sdetformin hydrochionde is known to be substantally excreted by the kidney and because the risk
of serious adverse reactions 1o the drug 15 greater in patients with impaited renat function,
METAGLIP should anly be used in patrents with norrai renaf 1uncnon (ses CONTRAINDICATIONS,
WARNINGS, and CLINICAL PHARMACOLOGY: § B aging is associat-
ed with reduced renal function, METAGLIP should be used with cauticn as age increases. Care
should be taken in dose sefection and should be based on carefu! and regular menitoring of renal
function. Generally, elderly patients should not be titrated to the maximum dose of METAGLIP
(see also WARNINGS and DOSAGE AND ADMINISTRATION).

Ter g

ADVERSE REACTIONS
METAGLIP

In a doutle-biind 24-week clinical thal involving METAGUP (glipizide and metformin HCY} Tablets
as irutial .therapy,. a8 total of 172 patients receved METAGLIP 25 mg/250 mg, 173 recewved
METAGLIP 2.5 mg/500 my, 170 received glipizide, and 177 received r The most common
clinical adverse events i these treatment gmups are listed in Table 4.

Tabls 4:  Clinical Adverse Events >5% in any Treatment Group,
by Primary Term, in Initial Therapy Study
Number (%) of Patients
Glipizide | Metformin METAGLIP METAGLIP

Smg 500 mg 2.5 mg/250 mg | 2.5 mg/500 mg
Adverse Event tablets tablets tablets tablots

N=170 N=177 N=172 ' N=173
Upper respiratoty infection | 12 (7.1) 15(8.5) 17{8.9) 14(8.1)
Diarihea : 8(47) 1585 4[23) 9(5.2)
Dizziness 953 201 30 8(5.2)
Hypertension 17{10.0) 10(5.6} 5{2.9) 6{3.5)
Nauseafvomiting G (3.5) 9 (5.1) 1{0.8) 3017

In a double-blind 78-week clinical tnal involving METAGLIP as second-fine therapy, a total of 87
patients received METAGLIP, 84 received glipizide, and 75 received metformin. The most common
chriical adverse events in this clircal wial are isted in Table 5.

Table 5: Clinical Adverse Events >5% in any Treatment Group,
by Primary Term, in Second-fine Therapy Study
Number (%) of Patients
Glipizide Metformin METAGLIP
Smg 500 mg 5 mg/500 mg
Advearse Event tablets® tablats® tablets®
N=84 N=15 N=87
Diarchea 11031 13{17.3] 16 (18.4)
Headache 5(6.0) 4(5.3) 11{12.6)
Upper respiratary infection 11039 8110.7) 9010.3)
Musculoskeletal psin 571 569 7{8.0)
Nausea/vomiting 5(6.0) 680 1(89)
Abdominat pain 783 5(6.7) _S(5.7)
uT 4{4.9) 6 (8.0} 1.1

? The dose of glipizide was fixed at 30 mg daily; doses of metformin and METAGLIP were titrated.

Hypoglycemia

in a conrolled initlal therapy trial of METAGLIP 2.5 mg/250 mg and 2.5 mgf500 mg the numbers of
patients with hypoglycemia documented by symptoms (such as dizziness, shakiness, sweating,

and hunger) and a fingerstick blood glucose measurement 50 mg/dL were 5 (2.9%) for glipizide,

0 (0%) for metformin, 13 (7.6%) for METAGLIP 2.5 mg/250 mg, and 16 (9.3%) for METAGLIP
2.5 mg/500 mg. Among patients taking either MEYAGLIP 2.5 mg/250 mg or METAGLIP
2.5 mgfS00'my, nine {2.6%) patients discontinued METAGLIP due to hypoglycemic symptoms and
one required medical intervention due to hypoglycemia. In a controlled second-hne therapy tnal of
METAGUP 5 mg/500 mg. the numbers of patients with hypoglycemia documented by symptoms
and a fingerstick blood glucose measurement 5 50 mg/dL were 0 (0%) for giipizide, 1 {1.3%) for
metformin, and 11 (12.6%) for METAGLIP. One (1.1%6} patient discontinued METAGLIP therapy due
1o hypogiycemsic symploms and none required methical imervention due to hypoglycermia.

(See PRECAUTIONS section)

Gastrointestinal Reactions

Amang the most common chnical adverse events in the initial therapy trial were diarthea and
fvoriting; the imncid of these everts were jower with both METAGLIP dosage strengths
than with metfonmin therapy. There were 4 {1.2%) patients in the initial therapy tnal who discontin-
ued METAGLIP therapy due o Gl adverse events. Gastrontestinal symptoms of diarrhea,
fvomiting, and abdominal pain were comparable among METAGLIP, glipizide and metformin
i the second-iine therapy trial. There were 4 (4.6%) patients in the second-Ine therapy tral who
discontinued METAGLIP therspy due to G! adverse events.
OVERDOSAGE
Glipizide .
Overdosage of sulfonylureas, including glipizide, can produce hypoglycemia. Mild hypoglycemic
symproms, without loss of consciousness of neurclogical findings, should be treated aggressively
with oral glugose and adjustments in drug dosage and/or meal patterns. Close monitoring should
continue unul the physiclan is assured that the patient is out of danger. Severe hypoglycemic reac-
tions with coma, seiaure, of oLher neumlogmal impairment accur infrequently, but constitute med-
icat ion. Ifu;,.,uw ic coma is diag d or sus-
pected, the pauen( should be given a rapld [ 1 of cor {5096} glucose
solution. This should be followed by a continuous infusion of a more dilute (10%) glucose solution
at a rata that will mairtain the blood giucase at a levet above 100 mg/dL. Patients should be close-
ly morutared for 2 minimum of 24 to 48 haurs, since hypoglycena may recur after apparent cliru-
cal recovery. Clearance of glipizide from plasma wouid be pro!onged In persons with liver disease.
Because of the extensive proten binding of glipizide, dialysis is uniikely to be of benefit.

Metformin Hydrochloride

Among cases of overdosage of in hydract including ing 1 of amounts greater
than 100 grams, hypaglycemia was reported in approximately 10%, but no causal association with
metformimn hydrochioride has been estabiished, although lactic acidosis has occurred in such cir-
cumstances (see WARNINGS). Metformin is dialyzable with a clearance of up to 170 mL/min under
geod hemodynamic conditions. Therefore, hemodialysis may be useful for removal of accumulat-
ed drug from patients in whom metforrin overdosage is suspected.




DOSAGE AND ADMINISTRATION
General Considerations

Dosage of METAGLIP must beindividualized on the basis of both effoctiveness and tolerance
while not ded daily dose of 20 mg gfipizide/2000 mg met-
formin. METAGLIP should be given with meals and should bs initiated at a low dose, with graduat
dose estalation as described below. m order to avold hypaglycemia (largely due to glipizide), to
reguce Gl side effects {argely due to metfommnin), and to permit determination of the minimum effec-
tive dlose for adequate control of biood glutose for the Individual patient.

With initial treatment and during dose titration, appropriate blood giucose monitoring should be
used to detern the ta METAGLIP and to identfy the minimum effective
dose for the patient. Thereafter, HbA, ‘should be measured at intervals of approximately 3 months

HOW SUPPLIED

MEYAGLIP™ (glipizide and metformin HC)) Tablets

METAGLIP 2.5 mg/250 mg tablet Is a pink oval-shaped, biconvex fim-coated tablet with "BMS"
debossed on one side and "6081" debossed on the opposite side.

METAGLIP 2.5 mg/500 mg tablet is a white oval-shaped, bicanvex film-coated tablet with "BMS"
dehossed on one side and "6077" debossed on the opposite side.

METAGLIP & mg/500 mg tablet is a pink oval-shaped, biconvex film-coated tablet with "BMS"
debossed on one Side and "6078" debossed an the opposite side.

to assess the effectiveness of Y hempy The therapeutic goal in all patients with type 2 ¢ is
to decrease FPG, PPG, and HbA,. 1o normal or as near normal as possible. Ideally, the response
to therapy should be evaluated using HbA, . (glycosylated hemoglobin), which is a better indicator
of fong-temn glycermic controt than FPG alone.

No studies have been performed specifically exarmiming the safety and effi ficacy of switching to

METAGLIP therapy in patients taking concomitant ghpizide (or other sulf ) plus

Changes in glycemic control may occur in such patients. with either hypergiycemia or hypo-
glycemia possible. Any change in therapy of type 2 diabetes should be undertaken with care and
approprale monitonng.

METAGLIP NDC 0087-xxxx-xx for unit of use
Glipizide (mg) Metformin HCI (mg) Bottte of 100
2.5 250 6081-31
2.5 500 6077-31
Y 5.0 500 §078-31
STORAGE

METAGLIP as Initial Therapy

For patients with type 2 di whose hypergly cannat be salrsfactonly managed with diet
and eXercise alone, the recommended starting dose of METAGLIP is 2.5 mg/250 mg once a day
with @ meal. For patients whose FPG is 280 to 320 mg/dL a staring dose of METAGLIP
2.5 mg/500 mg twice daily should be considered. The efficacy of METAGLIP {glipizide and met-
farmin HCI) Tablets in patients whose FPG exceeds 320 mg/dL has not been established. Dosage
increases to achieve adequate glycemic control should be made i increments of one tablet per
day every two weeks up to maximum of 10 mg/1000 mg or 10 mg/2000 mg METAGLIP per day
gven in dvided doses. In clinical trials of METAGLIP as initial therapy, there was no experience
with total dailly doses greater than 10 mg/2000 mg per day.

METAGLIP as Second-Line Therapy

For patients not adequately controlied on either gipizide {or anather sulfonylurea) or metformin
slone, the recormmended starling dose of METAGLIP is 2.5 mg/500 mg or Smg/500myg twice daily
with the morning and evening meals. In order to avoid hypoglycema, the starting dose of
METAGLIP should not exceed the daily doses of glipizide or metformun already being taken, The
daily dose should be tirated in mcrements of no mare than 5 mg/500 mg up to the minimum effec-
tive dose 10 achieve adequate control of blood glucose or 10 @ maximum dose of 20 mg/2000 mg
per day.

Patients previously treated with combination therapy of glipizide {or another sulfonylurea) plus met-
formin may be switched 1o METAGLIP 2.5 mgé500 myg or $ mg/500 muy; the staring dose should
not exceed the daily dose of glipizide {or equivalent dose of another sulfonylurea) and metformin
already being taken. The decision to switch {o the nearest equivalent dose or to titrate should be
based on chrical judgment. Patients should be monitored closely for signs and symptoms of hypo-
glycernia fallowing such a switch and the dose of METAGLIF should be titrated as described above
to achieve adequate control of blood giucose.

Specific Patient Populations

METAGLIP is not recommended for use dunng pregnancy or for use in pediatric patients. The ini-
tial and maintenance dosing of METAGLIP should be conservaltive 1 patients with advanced age,
due to the potential for decreased renal function in this papulation. Any dosage adjustment
requires a careful assessment of renal functian. Generally, siderly, < and

patients shoutd not be titrated 10 the maximum dose of METAGLIP to avoid the risk of hypo-
giycemia. Monitoring of renal function is necessary to aid in prevention of metformin-associated
lactic acidosis, particularly in the elderly. (See WARNINGS.)

Store at 20° C - 28° C (68" F - 77° F] excursians permitted t0 15* C - 30° C {59° F - 86° F), [See
USP Cc Room

METAGLIP™ 15 a ttademark of Merck Sarté S.A.5., an assaciate of Merck KGaA of Darmstadt,
Germany. Licensed 1o Bristol-Myers Squibb Company.

GLUCOPHAGE' isa reglstered trademark of Merck Santé S.A.S.. an associate of Merck KGaA of
it d to Bnstol-Myers Squibb C

GLUCOTROL*1s 8 regnstered trademark of Pfizer Inc




PATIENT INFORMATION ABOUT
METAGLIP™

{glipizide and metformin HCI) Tablets

Q11. ARE THERE OTHER RISK FACTORS FOR LACTIC ACIDOSIS?

Your risk of develaping lactic acidosis from taking METAGLIP (glipizide and metformin HC) Tablets is
very low as long as your kidneys and liver are healthy. However, some factors can increase your nsk
because they can affect kidney and fiver function. You should discuss your risk with your physician

You shouid not take METAGLIP if:
» You have chronic kidney or iiver problems
* You have congastive heart failure which is rreated with medications, e.g., digoxin (Lanoxin®)

WARNING: A small number of people who have taken metformin hydrochloride have
developed a serious condition called lactic acidosi ing Kidi
<ed to help p factic ach
METAGLIP. {See Question Nos. 913}

Properly g yS are
Most people with kidney problems should not take

Q1. WHY DO | NEED TO TAKE METAGLIP?

Your doctor has prescnbed METAGLIP to treat your type 2 diabetes. This is also known as non-
insulin-dependent diabetes melitus.

Q2. WHAT (S TYPE 2 DIABETES?

People with dabetes are not able to make enough insulin and/ar respond nommally to the insuiin
their body does make. When this happens, sugar {glucose) buitds up in the blond. This can iead to
senous medical problems inctuding kidney damage, amputations, and biindness. Diabetes is also
ciosely linked to heart disease. The main goal of treating diabetes is to lower your blood sugar to
a normal level.

Q3. WHY IS IT IMPORTANT TO CONTROL TYPE 2 DIABETES?

The main goal of treating diabetes 1s to lower your blood sugar t0 a normal level. Studies have
shown that good cantro! of biood sugar may prevent or detay comptications such as heart disease,
Kidgney disease, of blindness.

Q4. HOW IS TYPE 2 DIABETES USUALLY CONTROLLED?

High blood sugar can be lowered by diet and exercise, by a number of oral medications, and by
insutin injections. Before taking METAGLIP you should first try to control your diabetes by exercise
and weight ioss. Evan if you are taking METAGLIP, you shauld still exercise and follow the diet rec-
ammended for your diabetes,

Q5. DOES METAGLIP WORK DIFFERENTLY FROM OTHER
GLUCOSE-CONTROL MEDICATIONS?

Yes it does. METAGLIP cambines two glucose lowering drugs, glipizide and metformin. These two
drugs work togethier to improve the different metabolic defects found in type 2 diabetes. Gliprzide
lowers blood sugar primarly by causing more of the body’s own msulin to be released, and
metformin lowers blood sugar, in part, by helping your body use your own insulin rmore effectively.
Together, thay are efficient in helping you achieve better glucose control.

Q6. WHAT HAPPENS IF MY BLOOD SUGAR IS STILL TOO HIGH?

When blood sugar cannot be lowered encugh by METAGLIP your doctor may prescribe mjectable
insulin or take other measures to control your diabetes.

Q7. CAN METAGLIP CAUSE SIDE EFFECTS?
METAGLIP, Ike all blood sugar-lowering medications, can cause side effects n some patients,

Most of these side effects are minor. However, there are also senous, but rare, side effects refated
ta METAGLIP (see Question Nos, 9-13).

Q8. WHAT ARE THE MOST COMMON SIDE EFFECTS OF METAGLIP?
The most common side effects of METAGLIP are normally minor ones such as ciarthea, nausea,
and upset stomach If these side effects occur, they usually occur duning the first few weeks of
therapy. Taking your METAGLIP with meais can help reduce these side effects.

Symptoms of hypoglycemia {low biood sugar), such as hghtheadedness, dizziness, shakiness, or
hunger may occur. The risk of hypoglycemic symptams increases when meals are skipped, too
much alcohol is consumed, or heavy exercise occurs without enough food. Following the advice
of your doctor can help you to avoid these symptoms,

Q9. ARE THERE ANY SERIQUS SIDE EFFECTS THAT METAGLIP CAN
CAUSE?

METAGLIP rarely causes serious skie effects The most serious side effect that METAGLIP can
cause is called lactic acidosis.

Q10. WHAT IS LACTIC ACIDOSIS AND CAN.IT HAPPEN TO ME?

tactic acidosis 1s caused by a buldup of lactic acid in the blood. Lactic acidosis associated with
metformin 1s rare and has occurred mostly in people whose kidneys were not warking normally.
Lactic acidosis has been reported in about one in 33,000 patients taking metformin over the course
of a year. Although rare, if lactic acidlosis does occur, it can be fatal in up to half the cases.

It's also important far your liver to be working normally when you take METAGLIR. Your liver helps
femove lactic actd from your bloodsiream.

Your dactor will monitor your diabetes and may perform blood tests on you from time to time to
make sure your kidneys and your liver are functtoning normally.

There 1s no evidence that METAGLIP causes harm to the kidneys or iver.

or de (Lasix)
* You dfink aicohal excessively (alf the time or short-tenm "binge” drinking)
« You are sericusly dehydrated {have lost a large amount of body fluids}
« You are going to have certain x-ray procedures with injectable contrast agents
* You are going to have surgery
+ You develop & senous congition such as a heart attack, severe infection, or a stroke
+ You are 2 80 years of age and have NOT had your Kidney function tested

Q12. WHAT ARE THE SYPTOMS OF LACTIC ACIDOSIS?

Some of the sympioms include: fesling very weak, tired or uncomfortable; unusual muscile pan,
trouble breathing, uriusual or unexpected stomach discomfon, feeling cold, feeling dizzy or light-
headed, or suddenly develaping a slow or wreguiar heartheat,

if you notice these symptoms, or if your medical candition has suddeniy changed, stop taking
METAGLIP tablets and call your doctor nght away. Lactic acidosts Is a medical emergency that
must be treated in a hospital.

Q13. WHAT DOES MY DOCTOR NEED TO KNOW TQO DECREASE MY
RISK OF LACTIC ACIDOSIS?

Tell your doctor if you have an iliness that results in severe vomiting, diarrhea, andfor fever, or if
your intake of fluids is signiticantly reduced. These situations can lead to severe dehydration, and
It may be necessary to stop taking METAGLIP temporarnily,

You should let your dactor krnow if you are going to have any surgery or specialized x-ray proce-
dures thet require yyection of contrast agents. METAGLIP therapy will need to be stopped tem-
porarily in such instances,

Q14. CAN | TAKE METAGLIP WITH OTHER MEﬁICATIONS?

Remind your doctor that you are taking METAGLIP when any new drug s prescribed or a change
is made in how you take a drug aiready prescrived.

METAGLIP may interfera with the way some drugs work and some drugs may interfere with the
action of METAGLIR:

Q15. WHAT IF | BECOME PREGNANT WHILE TAKING METAGLIP?

Tell your doctor if you plan to become pregnant or hiave become pregnant. As with other oral
glucase-contiol medications, you should not take METAGLIP during pregnancy.

Usuatly your doctor will prescrifie insulin while you are pregnant. As with all medications, you and
your doctor should discuss the use of METAGLIP if you are nursing a child.

Q18. HOW DO | TAKE METAGLIP?
Your dactor will tell you how miany METAGLIP tablets to take and how often.

This should also be pninted on the labe! of your prescription. You will probably be started on a low
dose of METAGLIP and your dosage will be increased gradually untd your blood sugar is controlied.

Q17. WHERE CAN | GET MORE INFORMATION ABOUT METAGLIP?
This leaflet is a summary of the most important information about METAGLIP.

if you have any questions or problems, you should talk to your doctor or other healthcare provider
about type 2 diabetes as well as METAGLIP and its side effects. There is aiso a leaflet {package
insert} written for health professionals that your pharmacist can fet you read.

METAGLIP™ is a trademark of Merck Santé S.A.S., an associate of Merck KGaA of Darmstadt,
Germany. Licensed tu Bristol-Myers Squibb Company

%Z% Bristol-Myers Squibb Company

Distributed by
Bristol-Myers Squibb Company
Princeton, NJ 08543 USA

M1-B0001-10-02 Issued: October 2002
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Glipizide and Metformin Hydrochloride Oral Solution
Rx only
2.5 mg/250 mg per 5 mL, 2.5 mg/500 mg per 10 mL and 5 mg/500 mg per 10 mL

DESCRIPTION
Glipizide and Metformin HCI Oral Solution contain two oral antihyperglycemic drugs used in the management
of type 2 diabetes, glipizide and metformin hydrochloride.

Glipizide is an oral antihyperglycemic drug of the sulfonylurea class. The chemical name for glipizide is 1-
cyclohexyl-3-[[p-[2-(5-methylpyrazinecarboxamido)ethyl]phenyl]sulfonylJurea. Glipizide is a whitish, odorless
powder with a molecular formula of CH»7NsO,S, a molecular weight of 445.55 and a pK, of 5.9. It is insoluble
in water and alcohols, but soluble in 0.1 N NaOH; it is freely soluble in dimethylformamide. The structural
formula is represented below.
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Glipizide

Metformin hydrochloride is an oral antihyperglycemic drug used in the management of type 2 diabetes.
Metformin hydrochloride (V,N-dimethylimidodicarbonimidic diamide mono-hydrochloride) is not chemically
or pharmacologically related to sulfonylureas, thiazolidinediones, or a-glucosidase inhibitors. It is a white to
off-white crystalline compound with a molecular formula of C,H;;CIN;s (monohydrochloride) and a molecular
weight of 165.63. Metformin hydrochloride is freely soluble in water and is practically insoluble in acetone,
ether, and chloroform. The pK, of metformin is 12.4. The pH of a 1% aqueous solution of metformin
hydrochloride is 6.68. The structural formula is as shown:
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Metformin Hydrochioride

Glipizide and Metformin HCI Oral Solution is available for oral administration containing 2.5 mg glipizide with
250 mg metformin hydrochloride per 5 mL, 2.5 mg glipizide with 500 mg metformin hydrochloride per 10 mL,
and 5 mg glipizide with 500 mg metformin hydrochloride per 10 mL. The inactive ingredients will be furnished
when the ANDA is submitted.

CLINICAL PHARMACOLOGY

Mechanism of Action

Glipizide and Metformin HC! Oral Solution combines glipizide and metformin hydrochloride, two
antihyperglycemic agents with complementary mechanisms of action, to improve glycemic control in patients
with type 2 diabetes.

Glipizide appears to lower blood glucose acutely by stimulating the release of insulin from the pancreas, an
effect dependent upon functioning beta cells in the pancreatic islets. Extrapancreatic effects may play a part in
the mechanism of action of oral sulfonylurea hypoglycemic drugs. The mechanism by which glipizide lowers
blood glucose during long-term administration has not been clearly established. In man, stimulation of insulin
secretion by glipizide in response to a meal is undoubtedly of major importance. Fasting insulin levels are not



elevated even on long-term glipizide administration, but the postprandial insulin response continues to be
enhanced after at least 6 months of treatment.

Metformin hydrochloride is an antihyperglycemic agent that improves glucose tolerance in patients with type 2
diabetes, lowering both basal and postprandial plasma glucose. Metformin hydrochloride decreases hepatic
glucose production, decreases intestinal absorption of glucose, and improves insulin sensitivity by increasing
peripheral glucose uptake and utilization.

Pharmacokinetics
Absorption and Bioavailability

Glipizide and Metformin HCI Tablets

In a single dose study in healthy subjects, the glipizide and metformin components of Glipizide and Metformin
HCI Tablets 5 mg/500 mg were bioequivalent to coadministered GLUCOTROL® and GLUCOPHAGE?®.
Following administration of a single Glipizide and Metformin HCl 5 mg/500 mg tablet in healthy subjects with
either a 20% glucose solution or a 20% glucose solution with food, there was a small effect of food on peak
plasma concentration (Cpax) and no effect of food on area under the curve (AUC) of the glipizide componert.
Time to peak plasma concentration (T,,,) for the glipizide component was delayed 1 hour with food relative to
the same tablet strength administered fasting with a 20% glucose solution. C for the metformin component
was reduced approximately 14% by food whereas AUC was not affected. T, for the metformin component
was delayed 1 hour after food.

Glipizide

Gastrointestinal absorption of glipizide is uniform, rapid, and essentially complete. Peak plasma concentrations
occur 1-3 hours after a single oral dose. Glipizide does not accumulate in plasma on repeated oral
administration. Total absorption and disposition of an oral dose was unaffected by food in normal volunteers,
but absorption was delayed by about 40 minutes.

Metformin hydrochloride.

The absolute bioavailability of a 500 mg metformin hydrochloride tablet given under fasting conditions is
approximately 50-60%. Studies using single oral doses of metformin tablets of 500 mg and 1500 mg, and 859
mg to 2550 mg, indicate that there is a lack of dose proportionality with increasing doses, which is due to
decreased absorption rather than an alteration in elimination. Food decreases the extent of and slightly delays
the absorption of metformin, as shown by approximately a 40% lower peak concentration and a 25% lower
AUC in plasma and a 35-minute prolongation of time to peak plasma concentration following administration of
a single 850 mg tablet of metformin with food, compared to the same tablet strength administered fasting. The
clinical relevance of these decreases is unknown.

Distribution

Glipizide

Protein binding was studied in serum from volunteers who received either oral or intravenous glipizide and
found to be 98-99% one hour after either route of administration. The apparent volume of distribution of
glipizide after intravenous administration was 11 liters, indicative of localization within the extracellular fluid
compartment. In mice, no glipizide or metabolites were detectable autoradiographically in the brain or spinal
cord of males or females, nor in the fetuses of pregnant females. In another study, however, very small amounts
of radioactivity were detected in the fetuses of rats given labeled drug.

Metformin hydrochloride

The apparent volume of distribution (V/F) of metformin following single oral doses of 850 mg averaged 654 +
358 L. Metformin is negligibly bound to plasma proteins. Metformin partitions into erythrocytes, most likely as
a function of time. At usual clinical doses and dosing schedules of metformin, steady state plasma



concentrations of metformin are reached within 24-48 hours and are generally <1 pg/mL. During controlled
clinical trials, maximum metformin plasma levels did not exceed 5 pg/mL, even at maximum doses.

Metabolism and Elimination

Glipizide

The metabolism of glipizide is extensive and occurs mainly in the liver. The primary metabolites are inactive
hydroxylation products and polar conjugates and are excreted mainly in the urine. Less than 10% unchanged
glipizide is found in the urine. The half-life of elimination ranges from 2-4 hours in normal subjects, whether
given intravenously or orally. The metabolic and excretory patterns are similar with the two routes of
administration, indicating that first-pass metabolism is not significant.

Metformin hydrochloride

Intravenous single-dose studies in normal subjects demonstrate that metformin is excreted unchanged in the
urine and does not undergo hepatic metabolism (no metabolites have been identified in humans) nor biliary
excretion. Renal clearance (see Table 1) is approximately 3.5 times greater than creatinine clearance, which
indicates that tubular secretion is the major route of metformin elimination. Following oral administration,
approximately 90% of the absorbed drug is eliminated via the renal route within the first 24 hours, with a
plasma elimination half-life of approximately 6.2 hours. In blood, the elimination half-life is approximately
17.6 hours, suggesting that the erythrocyte mass may be a compartment of distribution.

Special Populations

Patients With Type 2 Diabetes

In the presence of normal renal function, there are no differences between single- or multiple-dose
pharmacokinetics of metformin between patients with type 2 diabetes and normal subjects (see Table 1), nor is
there any accumulation of metformin in either group at usual clinical doses.

Hepatic Insufficiency

The metabolism and excretion of glipizide may be slowed in patients with impaired hepatic function (see
PRECAUTIONS). No pharmacokinetic studies have been conducted in patients with hepatic insufficiency for
metformin.

Renal Insufficiency
The metabolism and excretion of glipizide may be slowed in patients with impaired renal function (see
PRECAUTIONS).

In patients with decreased renal function (based on creatinine clearance), the plasma and blood half-life of
metformin is prolonged and the renal clearance is decreased in proportion to the decrease in creatinine clearance
(see Table 1; also, see WARNINGS).

Geriatrics
There is no information on the pharmacokinetics of glipizide in elderly patients.

Limited data from controlled pharmacokinetic studies of metformin in healthy elderly subjects suggest that total
plasma clearance is decreased, the half-life is prolonged, and C,, is increased, compared to healthy young
subjects. From these data, it appears that the change in metformin pharmacokinetics with aging is primarily
accounted for by a change in renal function (see Table 1). Metformin treatment should not be initiated in
patients > 80 years of age unless measurement of creatinine clearance demonstrates that renal function is not
reduced.



Table 1: Select Mean (+ S.D.) Metformin Pharmacokinetic Parameters Following Single or
Mulitiple Oral Doses of Metformin.

Subject Groups: Metformin Dose® Cuax’ ' Thax Renal Clearance
(Number of Subjects) {(ng/mlL) (hrs) (mL/min.)
Healthy Nondiabetic Adults:
500 mg SD%(24) 1.03 (0.33) 2.75 (+0.81) 600 (+132)
850 mg SD (74)° 1.60 (+0.38) 2.64 (+0.82) 552 (£139)
850 mg t.i.d. for 19 doses’ (9) 2.01 (+0.42) 1.79 (£0.94) 642 (£173)
Adults with Type 2 Diabetes
850 mg SD (23) 1.48 (£0.5) 3.32 (%1.08) 491 (+138)
850 mg t.i.d. for 19 doses’ (9) 1.90 (+0.62) © 2,01 (£1.22) 550 (+160)
Elderly®, Healthy Nondiabetic
Adults:
850 mg SD (12) 2.45 (+0.70) 2.71 (£1.05) 412 (£98)
Renal-impaired Adults:
850 mg SD ,
Mild (CL," 61-90 mL/min) (5) 1.86 (+0.52) - 3.20 (=0.45) 384 (+122)
Moderate (CL 31-60 mL/min) (4) 4.12 (=1.83) 3.75 (#0.50) 108 (£57)
Severe (CL.. 10-30 mL/min) (6) 3.93 (+0.92) 4.01 (+1.10) 130 (:90)

All doses given fasting except the first 18 doses of the multiple-dose studies

Peak plasma concentration

Time to peak plasma concentration

SD = single dose

Combined results {(average means) of five studies: mean age 32 years (range 23-59 years)
Kinetic study done following dose 19, given fasting

Elderly subjects, mean age 71 years (range 65-81 years)

CL.; = creatinine clearance normalized to body surface area of 1.73 m?

B om0 a0 o o

Pediatrics
No data from pharmacokinetic studies in pediatric subjects are available for either glipizide or metformin.

Gender
There is no information on the effect of gender on the pharmacokinetics of glipizide.

Metformin pharmacokinetic parameters did not differ significantly in subjects with or without type 2 diabetes
when analyzed according to gender (males = 19, females = '16). Similarly, in controlled clinical studies in
patients with type 2 diabetes, the antihyperglycemic effect of metformin was comparable in males and females.

Race
No information is available on race differences in the pharmacokinetics of glipizide.

No studies of metformin pharmacokinetic parameters according to race have been performed. In controlled
clinical studies of metformin in patients with type 2 diabetes, the antihyperglycemic effect was comparable ir
whites (n=249), blacks (n=51), and Hispanics (n=24).

CLINICAL STUDIES

Imitial Therapy

In a 24-week, double-blind, active-controlled, multicenter international clinical trial, patients with type 2
diabetes, whose hyperglycemia was not adequately controlled with diet and exercise alone (hemoglobin A,
[HbA;.] >7.5% and < 12 % and fasting plasma glucose [FPG] <300 mg/dL) were randomized to receive initial
therapy with glipizide 5 mg, metformin 500 mg, Glipizide and Metformin HCI Tablets 2.5 mg/250 mg, or
Glipizide and Metformin HC] Tablets 2.5 mg/500 mg. After two weeks, the dose was progressively increased
(up to the 12-week visit) to a maximum of four tablets daily in divided doses as needed to reach a target mean
daily glucose (MDG) of <130 mg/dL. Trial data at 24 weeks are summarized in Table 2.



Table 2: Active-Controlled Trial of Glipizide and Metformin HCI Tablets as Initial Therapy:
Summary of Trial Data at 24 Weeks
Glipizide Metformin Glipizide and Glipizide and
Smg 500 mg Metformin HCI Tablets | Metformin HCI Tablets
tablets tablets 2.5 mg/250 mg 2.5 mg/500 mg
Mean Final Dese 16.7 mg 1749 mg 7.9 mg/791 mg 7.4 mg/1477 mg
Hemoglobin A;.(%) N=168 N=171 N=166 N=163
Baseline Mean 9.17 9.15 9.06 9.10
Final Mean 7.36 7.67 6.93 6.95
Adjusted Mean Change
from Baseline -1.77 -1.46 -2.15 -2.14
Difference from Glipizide -0.38* -0.37°
Different from Metformin -0.707 -0.69°
% Patients with Final
HbA <7% 43.5% 35.1% 59.6% 57.1%
Fasting Plasma Glucose
| (mg/dL) N=169 N=176 N=170 . N=169
| Baseline Mean 210.7 2074 ’ 206.8 203.1
Final Mean 162.1 163.8 152.1 148.7
Adjusted Mean Change
from Baseline -46.2 -42.9 -54.2 -56.5
Difference from Glipizide -8.0 -10.4
Difference from Metformin -11.3 -13.6
?p<0.001

After 24 weeks, treatment with Glipizide and Metformin HCl Tablets 2.5 mg/250 mg and 2.5 mg/500 mg
resulted in significantly greater reduction in HbA,, compared to glipizide and to metformin therapy. Also,
Glipizide and Metformin HCI Tablets 2.5 mg/250 mg therapy resulted in significant reductions in FPG versus
metformin therapy.

Increases above fasting glucose and insulin levels were determined at baseline and final study visits by
measurement of plasma glucose and insulin for three hours following a standard mixed liquid meal. Treatment
with Glipizide and Metformin HCl Tablets lowered the three-hour postprandial glucose AUC, compared to
baseline, to a significantly greater extent than did the glipizide and the metformin therapies. Compared to
baseline, Glipizide and Metformin HCl Tablets enhanced the postprandial insulin response, but did not
significantly affect fasting insulin levels.

There were no clinically meaningful differences in changes from baseline for all lipid parameters between
Glipizide and Metformin HCI Tablets therapy and either metformin therapy or glipizide therapy. The adjusted
mean changes from baseline in body weight were: Glipizide and Metformin HC1 Tablets 2.5 mg/250 mg, -0.4
kg; Glipizide and Metformin HC] Tablets 2.5 mg/500 mg, -0.5 kg; glipizide, -0.2 kg; and metformin, -1.9 kg.
Weight loss was greater with metformin than with Glipizide and Metformin HCI Tablets.

Second-Line Therapy

In an 18-week, double-blind, active-controlled U.S. clinical trial, a total of 247 patients with type 2 diabetes not
adequately controlled (HbA ;. > 7.5% and < 12% and FPG <300 mg/dL) while being treated with at least one-
half the maximum labeled dose of a sulfonylurea (e.g. glyburide 10 mg, glipizide 20 mg) were randomized tc
receive glipizide (fixed dose, 30 mg), metformin (500 mg), or Glipizide and Metformin HC] Tablets 5 mg/500
mg. The doses of metformin and Glipizide and Metformin HCI Tablets were titrated (up to the eight-week visit}
to a maximum of four tablets daily as needed to achieve MDG < 130 mg/dL. Trial data at 18 weeks are
summarized in Table 3.



Summary of Trial Data at 18 Weeks

Table 3: Glipizide and Metformin HCI Tablets as Second-Line Therapy:

Glipizide Metformin Glipizide and Metformin

5 mg tablets 500 mg tablets HCI1 Tablets 5 mg/500 mg
Mean Final Dose 30.0 mg 1927 mg 17.5 mg/1747 mg B
Hemoglobin A;.(%) N=79 N=71 N=80
Baseline Mean 8.87 8.61 8.66
Final Adjusted Mean 8.45 8.36 7.39
Difference from Glipizide -1.06%
Difference from Metformin -0.98?
% Patients with Final HbA,, < 7% 8.9% 9.9% 36.3% |
Fasting Plasma Glucose (mg/dL) N=82 N=75 N=81
Baseline Mean 203.6 191.3 164.3
Adjusted Mean Change from Baseline 7.0 6.7 -30.4
Difference from Glipizide -37.4
Difference from Metformin -37.2

“p <0.001

After 18 weeks, treatment with Glipizide and Metformin HCI Tablets at doses up to 20 mg/2000 mg per day
resulted in significantly lower mean final HbA . and significantly greater mean reductions in FPG compared to
glipizide and to metformin therapy. Treatment with Glipizide and Metformin HCI Tablets lowered the three-
hour postprandial glucose AUC, compared to baseline, to a significantly greater extent than did the glipizide
and the metformin therapies. Glipizide and Metformin HCI Tablets did not significantly affect fasting insulin
levels.

There were no clinically meaningful differences in changes from baseline for all lipid parameters between
Glipizide and Metformin HCI Tablets therapy and either metformin therapy or glipizide therapy. The adjusted
mean changes from baseline in body weight were: Glipizide and Metformin HCI Tablets 5 mg/500 mg, -0.3 kg;
glipizide, -0.4 kg; and metformin, -2.7 kg. Weight loss was greater with metformin than with Glipizide and
Metformin HCI Tablets.

INDICATIONS AND USAGE

Glipizide and Metformin HCI Oral Solution is indicated as initial therapy, as an adjunct to diet and exercise, to
improve glycemic control in patients with type 2 diabetes whose hyperglycemia cannot be satisfactorilv
managed with diet and exercise alone.

Glipizide and Metformin HCI Oral Solution is indicated as second-line therapy when diet, exercise, and initial
treatment with a sulfonylurea or metformin do not result in adequate glycemic control in patients with type Z
diabetes.

CONTRAINDICATIONS

Glipizide and Metformin HCI Oral Solution is contraindicated in patients with:

1. Renal disease or renal dysfunction (e.g., as suggested by serum creatinine levels > 1.5 mg/dL [males], > 1.4
mg/dL. [females], or abnormal creatinine clearance) which may also result from conditions such as
cardiovascular collapse (shock), acute myocardial infarction, and septicemia (see WARNINGS and
PRECAUTIONS).

2. Congestive heart failure requiring pharmacologic treatment.

Known hypersensitivity to glipizde or metformin hydrochloride.

4. Acute or chronic metabolic acidosis, including diabetic ketoacidosis, with or without coma. Diabetic
ketoacidosis should be treated with insulin.

(O8]



Glipizide and Metformin HCl Oral Solution should be temporarily discontinued in patients undergo.ng
radiologic studies involving intravascular administration of iodinated contrast materials, because use of such
products may result in acute alteration of renal function. (See also PRECAUTIONS).

WARNINGS
Metformin Hydrochloride

Lactic acidosis:

Lactic acidosis is a rare, but serious, metabolic complication that can occur due to metformin accumulation during treatment
with Glipizide and Metformin HC] Oral Solution; when it occurs, it is fatal in approximately 50% of cases. Lactic acidosis
may also occur in association with a number of pathophysiologic conditions, including diabetes mellitus, and whenever there
is significant tissue hypoperfusion and hypoxemia. Lactic acidasis is characterized by elevated blood lactate levels (>5
mmol/L), decreased blood pH, electrolyte disturbances with an increased anion gap, and an increased lactate/pyruvate ratio.
‘When metformin is implicated as the cause of lactic acidosis, metformin plasma levels >5 pg/mL are generally found.

The reported incidence of lactic acidosis in patients receiving metformin hydrochloride is very low (approximately 0.03
cases/1000 patient-years, with approximately 0,015 fatal cases/1000 patient-years). Reported cases have occurred primarily in
diabetic patients with significant renal insufficiency, including both infrinsic renal disease and renal hypoperfusion, often ia
the setting of multiple concomitant medical/surgical problems and multiple concomitant medications. Patients with congestive
heart failure requiring pharmacologic management, in particular those with unstable or acute congestive heart failure who
are at risk of hypoperfusion and hypoxemia, are at increased risk of lactic acidosis. The risk of lactic acidosis increases wita
the degree of renal dysfunction and the patient's age. The risk of lactic acidosis may, therefore, be significantly decreased by
regular monitoring of renal function in patients taking metformin and by use of the minimum effective dose of metformin. In
particular, treatment of the elderly should be accompanied by careful monitoring of renal function. Glipizide and Metformin
HC] Oral Solution treatment should not be initiated in patients > 80 years of age unless measurement of creatinine clearancs
demonstrates that renal function is not reduced, as these patients are more susceptible to developing lactic acidosis. In
addition, Glipizide and Metformin HCI Oral Solution should be promptly withheld in the presence of any condition associated
with hypoxemia, dehydration, or sepsis. Because impaired hepatic function may significantly limit the ability to clear lactate,
Glipizide and Metformin HCI Oral Solution should generally be avoided in patients with clinical or laboratory evidence of
hepatic disease. Patients should be cautioned against excessive alcohol intake, either acute or chronic, when taking Glipizide
and Metformin HCI Oral Solution, since alcohol potentiates the effects of metformin hydrochloride on lactate metabolism. In
addition, Glipizide and Metformin HCl Oral Solution should be temporarily discontinued prior to amy intravascular
radiocontrast study and for any surgical procedure (see also PRECAUTIONS).

The onset of lactic acidosis often is subtle, and accompanied only by nonspecific symptoms such as malaise, myalgias,
respiratory distress, increasing somnolence, and nonspecific abdominal distress. There may be associated hypothermia,
hypotension, and resistant bradyarrhythmias with more marked acidosis. The patient and the patient's physician must be
aware of the possible importance of such symptoms and the patient should be instructed to notify the physician immediately if
they occur (see also PRECAUTIONS). Glipizide and Metformin HC! Oral Solution should be withdrawn until the situation is
clarified. Serum electrolytes, ketones, blood glucose, and if indicated, blood pH, lactate levels, and even blood metformin
levels may be useful. Once a patient is stabilized on any dose level of Glipizide and Metformin HCl Oral Selution,
gastrointestinal symptoms, which are common during initiation of therapy with metformin, are unlikely to be drug related.
Later occurrence of gastrointestinal symptoms could be due to lactic acidosis or other serious disease.

" Levels of fasting venous plasma lactate above the upper limit of normal but less than 5 mmol/L in patients taking Glipizide
and Metformin HC! Oral Solution do not necessarily indicate impending lactic acidosis and may be explainable by other
mechanisms, such as poorly controlled diabetes or obesity, vigorous physical activity, or technical problems in sample
handlingg. (See also PRECAUTIONS).

Lactic acidosis should be suspected in any diabetic patient with metabolic acidosis lacking evidence of ketoacidosis (ketonuria
and ketonemia).

Lactic acidosis is a medical emergency that must be treated in a hospital setting. In a patient with lactic acidosis who is taking
Glipizide and Metformin HCl Oral Selution, the drug should be discontinued immediately and general supportive measures
promptly instituted. Because metformin hydrochloride is dialyzable (with a clearance of up to 170 mL/min under good
hemodynamic conditions), prompt hemodialysis is recommended to correct the acidosis and remove the accumulated
metformin. Such management often results in prompt reversal of symptoms and recovery. (See also CONTRAINDICATIONS
and PRECAUTIONS.) ’




The administration of oral hypoglycemic drugs has been reported to be associated with increased
cardiovascular mortality as compared to treatment with diet alone or diet plus insulin. This warning is
based on the study conducted by the University Group Diabetes Program (UGDP), a long-term
prospective clinical trial designed to evaluate the effectiveness of glucose-lowering drugs in preventing er
delaying vascular complications in patients with non-insulin-dependent diabetes. The study involved 823
patients who were randomly assigned to one of four treatment groups (Diabetes 19 (Suppl. 2):747-830,
1970).

UGDP reported that patients treated for 5 to 8 years with diet plus a fixed dose of tolbutamide (1.5 grams
per day) had a rate of cardiovascular mortality approximately 2 % times that of patients treated with diet
alone. A significant increase in total mortality was not observed, but the use of tolbutamide was
discontinued based on the increase in cardiovascular mortality, thus limiting the opportunity for the
study to show an increase in overall mortality. Despite controversy regarding the interpretation of these
results, the findings of the UGDP study provide an adequate basis for this warning. The patient should be
informed of the potential risks and benefits of glipizide and of alternative modes of therapy.

Although only one drug in the sulfonylurea class (tolbutamide) was included in this study, it is prudent
from a safety standpoint to consider that this warning may also apply to other hypoglycemic drugs in this
class, in view of their close similarities in mode of action and chemical structare.

PRECAUTIONS
General

Glipizide and Metformin HCI Oral Solution

Hypoglycemia

Glipizide and Metformin HCl Oral Solution is capable of producing hypoglycemia, therefore, proper patient
selection, dosing, and instructions are important to avoid potential hypoglycemic episodes. The risk of
hypoglycemia is increased when caloric intake is deficient, when strenuous exercise is not compensated by
caloric supplementation, or during concomitant use with other glucose-lowering agents or ethanol. Renal
insufficiency may cause elevated drug levels of both glipizide and metformin hydrochioride. Hepatic
insufficiency may increase drug levels of glipizide and may also diminish gluconeogenic capacity, both of
which increase the risk of hypoglycemic reactions. Elderly, debilitated, or malnourished patients and those with
adrenal or pituitary insufficiency or alcohol intoxication are particularly susceptible to hypoglycemic effects.
Hypoglycemia may be difficult to recognize in the elderly, and in people who are taking beta-adrenergic
blocking drugs.

Glipizide

Renal and hepatic disease

The metabolism and excretion of glipizide may be slowed in patients with impaired renal and/or hepatic
function. If hypoglycemia should occur in such patients, it may be prolonged and appropriate management
should be instituted.

Metformin Hydrochloride

Monitoring of renal function

Metformin is known to be substantially excreted by the kidney, and the risk of metformin accumulation and
lactic acidosis increases with the degree of impairment of renal function. Thus, patients with serum creatinine
levels above the upper limit of normal for their age should not receive Glipizide and Metformin HCl Ora}
Solution. In patients with advanced age, Glipizide and Metformin HCI Oral Solution should be carefully titrated
to establish the minimum dose for adequate glycemic effect, because aging is associated with reduced renal
function. In elderly patients, particularly those > 80 years of age, renal function should be monitored regularly



and, generally, Glipizide and Metformin HCI Oral Solution should not be titrated to the maximum dose (see
WARNINGS and DOSAGE AND ADMINISTRATION). Before initiation of Glipizide and Metformin HCl
Oral Solution therapy and at least annually thereafter, renal function should be assessed and verified as normal.
In patients in whom development of renal dysfunction is anticipated, renal function should be assessed more
frequently and Glipizide and Metformin HCI Oral Solution discontinued if evidence of renal impairment is
present.

Use of concomitant medications that may affect renal function or metformin disposition

Concomitant medication(s) that may affect renal function or result in significant hemodynamic change or may
interfere with the disposition of metformin, such as cationic drugs that are eliminated by renal tubular secretion
(see PRECAUTIONS: Drug Interactions), should be used with caution.

Radiologic studies involving the use of intravascular iodinated contrast materials (for example, intravenous
urogram, intravenous cholangiography, angiography, and. computed tomography (CT) scans with
intravascular contrast materials) )

Intravascular contrast studies with iodinated materials can lead to acute alteration of renal function and have
been associated with lactic acidosis in patients receiving metformin (see CONTRAINDICATIONS).
Therefore, in patients in whom any such study is planned, Glipizide and Metformin HCI Oral Solution should
be temporarily discontinued at the time of or prior to the procedure, and withheld for 48 hours subsequent to the
procedure and reinstituted only after renal function has been reevaluated and found to be normal.

Hypoxic states

Cardiovascular collapse (shock) from whatever cause, acute congestive heart failure, acute myocardial
infarction, and other conditions characterized by hypoxemia have been associated with lactic acidosis and may
also cause prerenal azotemia. When such events occur in patients on Glipizide and Metformin HCl Oral
Solution therapy, the drug should be promptly discontinued.

Surgical procedures

Glipizide and Metformin HCl Oral Solution therapy should be temporarily suspended for any surgical
procedure (except minor procedures not associated with restricted intake of food and fluids) and shoulid not ke
restarted until the patient's oral intake has resumed and renal function has been evaluated as normal.

Alcohol intake
Alcohol is known to potentiate the effect of metformin on lactate metabolism. Patients, therefore, should be
warned against excessive alcohol intake, acute or chronic, while receiving Glipizide and Metformin HCl Oral
Solution. Due to its effect on the gluconeogenic capacity of the liver, alcohol may also increase, the risk of
hypoglycemia.

Impaired hepatic function '

Since impaired hepatic function has been associated with some cases of lactic acidosis, Glipizide and
Metformin HCI1 Oral Solution should generally be avoided. in patients with clinical or laboratory evidence of
hepatic disease. /

Vitamin B, levels

In controlled clinical trials with metformin of 29 weeks duration, a decrease to subnormal levels of previously
normal serum Vitamin By,, without clinical manifestations, was observed in approximately 7% of patients. Such
decrease, possibly due to interference with By, absorption from the B,-intrinsic factor complex, is, however,
very rarely associated with anemia and appears to be rapidly reversible with discontinuation of metformin or
Vitamin By, supplementation. Measurement of hematologic parameters on an annual basis is advised in patients



on metformin and any apparent abnormalities should be appropriately investigated and managed (see
PRECAUTIONS: Laboratory Tests).

Certain individuals (those with inadequate Vitamin B, or calcium intake or absorption) appear to be
predisposed to developing subnormal Vitamin B,, levels. In these patients, routine serum Vitamin B,
measurements at two- to three-year intervals may be useful.

Change in clinical status of patients with previously controlled type 2 diabetes

A patient with type 2 diabetes previously well-controlled on metformin who develops laboratory abnormalities
or clinical illness (especially vague and poorly defined illness) should be evaluated promptly for evidence of
ketoacidosis or lactic acidosis. Evaluation should include serum electrolytes and ketones, blood glucose and, if
indicated, blood pH, lactate, pyruvate, and metformin levels. If acidosis of either form occurs, Glipizide and
Metformin HCl Oral Solution must be stopped immediately and other appropriate corrective measures initiated
(see also WARNINGS).

Information for Patients

Glipizide and Metformin HC] Oral Solution

Patients should be informed of the potential risks and benefits of Glipizide and Metformin HC1 Oral Solution
and of alternative modes of therapy. They should also be informed about the importance of adherence to dietary
instructions, of a regular exercise program, and of regular testing of blood glucose, glycosylated hemoglobin,
renal function, and hematologic parameters.

The risks of lactic acidosis associated with metformin therapy, its symptoms, and conditions that predispose to
its development, as noted in the WARNINGS and PRECAUTIONS sections, should be explained to patients.
Patients should be advised to discontinue Glipizide and Metformin HCI Oral Solution immediately and to
promptly notify their health practitioner if unexplained hyperventilation, myalgia, malaise, unusual somnolence,
or other nonspecific symptoms occur. Once a patient is stabilized on any dose level of Glipizide and Metformin
HC! Oral Solution gastrointestinal symptoms, which are common during initiation of metformin therapy, are
unlikely to be drug related. Later occurrence of gastrointestinal symptoms could be due to lactic acidosis or
other serious disease.

The risks of hypoglycemia, its symptoms and treatment, and conditions that predispose to its development
should be explained to patients and responsibie family members.

Patients should be counseled against excessive alcohol intake, either acute or chronic, while receiving Glipizide
and Metformin HC! Oral Solution (See Patient Information printed below.)

Laboratory Tests
Periodic fasting blood glucose and glycosylated hemoglobin (HbA,;) measurements should be performed to
monitor therapeutic response.

Initial and periodic monitoring of hematologic parameters (e.g., hemoglobin/hematocrit and red blood cell
indices) and renal function (serum creatinine) should be performed, at least on an annual basis. While
megaloblastic anemia has rarely been seen with metformin therapy, if this is suspected, Vitamin By, deficiency
should be excluded. ‘

Drug Interactions

Glipizide and Metformin HCI Oral Solution

Certain drugs tend to produce hyperglycemia and may lead to loss of blood glucose control. These drugs
include the thiazides and other diuretics, corticosteroids, phenothiazines, thyroid products, estrogens, orai
contraceptives, phenytoin, nicotinic acid, sympathomimetics, calcium channpel blocking drugs, and isoniazid.



When such drugs are administered to a patient receiving Glipizide and Metformin HC1 Oral Solution, the
patient should be closely observed for loss of blood glucose control. When such drugs are withdrawn from a
patient receiving Glipizide and Metformin HCl Oral Solution, the patient should be observed closely for
hypoglycemia. Metformin is negligibly bound to plasma proteins and is, therefore, less likely to interact with
highly protein-bound drugs such as salicylates, sulfonamides, chloramphenicol, and probenecid as compared to
sulfonylureas, which are extensively bound to serum proteins.

Glipizide

The hypoglycemic action of sulfonylureas may be potentiated by certain drugs including nonsteroidal anti-
inflammatory agents, some azoles, and other drugs that are highly protein bound, salicylates, sulfonamides,
chloramphenicol, probenecid, coumarins, monoamine oxidase inhibitors, and beta adrenergic blocking agents.
When such drugs are administered to a patient receiving Glipizide and Metformin HCl Oral Solution, the
patient should be observed closely for hypoglycemia. When such drugs are withdrawn from a patient receiving
Glipizide and Metformin HCl Oral Solution, the patient should be observed closely for loss of blood glucose
control. /n vitro binding studies with human serum proteins indicate that glipizide binds differently than
tolbutamide and does not interact with salicylate or dicumarol. However, caution must be exercised in
extrapolating these findings to the clinical situation and in the use of Glipizide and Metformin HC1 Oral
Solution with these drugs.

A potential interaction between oral miconazole and oral hypoglycemic agents leading to severe hypoglycemia
has been reported. Whether this interaction also occurs with the intravenous, topical, or vaginal preparations of
miconazole is not known. The effect of concomitant administration of fluconazole and glipizide has been
demonstrated in a placebo-controlled crossover study in normal volunteers. All subjects received glipizide alone
and following treatment with 100 mg of fluconazole as a single oral daily dose for 7 days, the mean percent
increase in the glipizide AUC after fluconazole administration was 56.9% (range: 35 to 81%).

Metformin Hydrochloride

Furosemide

A single-dose, metformin-furosemide drug interaction study in healthy subjects demonstrated that
pharmacokinetic parameters of both compounds were affected by co-administration. Furosemide increased the
metformin plasma and blood Cu, by 22% and blood AUC by 15%, without any significant change in
metformin renal clearance. When administered with metformin, the C,, and AUC of furosemide were 31% and
12% smaller, respectively, than when administered alone, and the terminal half-life was decreased by 32%,
without any significant change in furosemide renal clearance. No information is available about the interaction
of metformin and furosemide when co-administered chronically.

Nifedipine

A single-dose, metformin-nifedipine drug interaction study in normal healthy volunteers demonstrated that co-
administration of nifedipine increased plasma metformin C,,x and AUC by 20% and 9%, respectively, and
increased the amount excreted in the urine. Ty, and half-life were unaffected. Nifedipine appears to enhance
the absorption of metformin. Metformin had minimal effects on nifedipine.

Cationic drugs

Cationic drugs (e.g., amiloride, digoxin, morphine, procainamide, quinidine, quinine, ranitidine, triamterene,
trimethoprim, or vancomycin) that are eliminated by renal tubular secretion theoretically have the potential for
interaction with metformin by competing for common renal tubular transport systems. Such interaction between
metformin and oral cimetidine has been observed in normal healthy volunteers in both single- and multiple-
dose, metformin-cimetidine drug interaction studies, with a 60% increase in peak metformin plasma and whole
blood concentrations and a 40% increase in plasma and whole blood metformin AUC. There was no change int
elimination half-life in the single-dose study. Metformin had no effect on cimetidine pharmacokinetics.
Although such interactions remain theoretical (except for cimetidine), careful patient monitoring and dose



adjustment of Glipizide and Metformin HCl Oral Solution and/or the interfering drug is recommended in
patients who are taking cationic medications that are excreted via the proximal renal tubular secretory system.

Other
In healthy volunteers, the pharmacokinetics of metformin and propranolol and metformin and ibuprofen were
not affected when co-administered in single-dose interaction studies.

Carcinogenesis, Mutagenesis, Impairment of Fertility ‘
No animal studies have been conducted with the combined products in Glipizide and Metformin HCl Oral
Solution. The following data are based on findings in studies performed with the individual products.

Glipizide

A 20-month study in rats and an 18-month study in mice at doses up to 75 times the maximum human dose
revealed no evidence of drug-related carcinogenicity. Bacterial and in vivo mutagenicity tests were uniformly
negative. Studies in rats of both sexes at doses up to 75 times the human dose showed no effects on fertility.

Metformin Hydrochloride

Long-term carcinogenicity studies were performed with metformin alone in rats (dosing duration of 104 weeks)
and mice (dosing duration of 91 weeks) at doses up to and including 900 mg/kg/day and 1500 mg/kg/day,
respectively. These doses are both approximately four times the maximum recommended human daily dose of
2000 mg of the metformin component of Glipizide and Metformin HCI Oral Solution based on body surface
area comparisons. No evidence of carcinogenicity with metformin alone was found in either male or female
mice. Similarly, there was no tumorigenic potential observed with metformin alone in male rats. There was,
however, an increased incidence of benign stromal uterine polyps in female rats treated with 900 mg/kg/day of
metformin alone.

There was no evidence of a mutagenic potential of metformin alone in the following in vitro tests: Ames test (5.
typhimurium), gene mutation test (mouse lymphoma cells), or chromosomal aberrations test (human
lymphocytes). Results in the in vivo mouse micronucleus test were also negative.

Fertility of male or female rats was unaffected by metformin alone when administered at doses as high as 600
mg/kg/day, which is approximately three times the maximum recommended human daily dose of the metformin
component of Glipizide and Metformin HCI Oral Solution based on body surface area comparisons.

Pregnancy

Teratogenic Effects: Pregnancy Category C

Recent information strongly suggests that abnormal blood glucose levels during pregnancy are associated with a
higher incidence of congenital abnormalities. Most experts recommend that insulin be used during pregnancy to
maintain blood glucose as close to normal as possible. Because animal reproduction studies are not always
predictive of human response, Glipizide and Metformin HC] Oral Solution should not be used during pregnancy
unless clearly needed. (See below.)

There are no adequate and well-controlled studies in pregnant women with Glipizide and Metformin HC] Oral
Solution or its individual components. No animal studies have been conducted with the combined products in
Glipizide and Metformin HCI] Oral Solution. The following data are based on findings in studies performed with
the individual products.

Glipizide
Glipizide was found to be mildly fetotoxic in rat reproductive studies at all dose levels (5-50 mg/kg). This
fetotoxicity has been similarly noted with other sulfonylureas, such as tolbutamide and tolazamide. The effect is
perinatal and believed to be directly related to the pharmacologic (hypoglycemic) action of glipizide. In studies
in rats and rabbits, no teratogenic effects were found.



Metformin hydrochloride

Metformin alone was not teratogenic in rats or rabbits at doses up to 600 mg/kg/day. This represents an
exposure of about two and six times the maximum recommended human daily dose of 2000 mg of tae
metformin component of Glipizide and Metformin HCI Oral Solution based on body surface area comparisoas
for rats and rabbits, respectively. Determination of fetal concentrations demonstrated a partial placental barrier
to metformin.

Nonteratogenic Effects

Prolonged severe hypoglycemia (4 to 10 days) has been reported in neonates born to mothers who were
receiving a sulfonylurea drug at the time of delivery. This has been reported more frequently with the use of
agents with prolonged half-lives. It is not recommended that Glipizide and Metformin HCI Oral Solution be
used during pregnancy. However, if it is used, Glipizide and Metformin HCl Oral Solution should be
discontinued at least one month before the expected delivery date. (See Pregnancy; Teratogenic Effects:
Pregnancy Category C.)

Nursing Mothers

Although it is not known whether glipizide is excreted in human milk, some sulfonylurea drugs are known to be
excreted in human milk. Studies in lactating rats show that metformin is excreted into milk and reaches levels
comparable to those in plasma. Similar studies have not been conducted in nursing mothers. Because the
potential for hypoglycemia in nursing infants may exist, a decision should be made whether to discontinue
nursing or to discontinue Glipizide and Metformin HCI Oral Solution, taking into account the importance of the
drug to the mother. If Glipizide and Metformin HC1 Oral Solution is discontinued, and if diet alone :s
inadequate for controlling blood glucose, insulin therapy should be considered.

Pediatric Use
Safety and effectiveness of Glipizide and Metformin HCI Oral Solution in pediatric patients have not been
established.

Geriatric Use

Of the 345 patients who received Glipizide and Metformin HC] Tablets 2.5 mg/250 mg and 2.5 mg/500 mg ia
the initial therapy trial, 67 (19.4%) were aged 65 and older while 5 (1.4%) were aged 75 and older. Of the 87
patients who received Glipizide and Metformin HCl Tablets in the second-line therapy trial, 17 (19.5%) werz
aged 65 and older while one (1.1%) was at least aged 75. No overall differences in effectiveness or safety werz
observed between these patients and younger patients in either the initial therapy trial or the second-line therapy
trial, and other reported clinical experience has not identified differences in response between the elderly and
younger patients, but greater sensitivity of some older individuals cannot be ruled out.

Metformin hydrochloride is known to be substantially excreted by the kidney and because the risk of serious
adverse reactions to the drug is greater in patients with impaired renal function, Glipizide and Metformin HCI
Oral Solution should only be used in patients with normal renal function (see CONTRAINDICATIONS,
WARNINGS, and CLINICAL PHARMACOLOGY: Pharmacokinetics). Because aging is associated with
reduced renal function, Glipizide and Metformin HCl Oral Solution should be used with caution as age
increases. Care should be taken in dose selection and should be based on careful and regular monitoring of renal
function. Generally, elderly patients should not be titrated to the maximum dose of Glipizide and Metformin
HCI Oral Solution (see also WARNINGS and DOSAGE AND ADMINISTRATION).

ADVERSE REACTIONS

Glipizide and Metformin HCI Tablets

In a double-biind 24-week clinical trial involving Glipizide and Metformin HCI Tablets as initial therapy, a totai
of 172 patients received Glipizide and Metformin HC] Tablets 2.5 mg/250 mg, 173 received Glipizide anc
Metformin HCI Tablets 2.5 mg/500 mg, 170 received glipizide, and 177 received metformin. The most common
clinical adverse events in these treatment groups are listed in Table 4.



Table 4: Clinical Adverse Events >5% in any Treatment Group,

by Primary Term, in Initial Therapy Study

Number (%) of Patients
Glipizide Metformin Glipizide and Glipizide and
5 mg 500 mg Metformin HC1 Metformin HCl

Adverse Event tablets tablets Tablets 2.5 mg/250 mg | Tablets 2.5 mg/500 mg

N=170 N=177 N=172 N=173
Upper respiratory infection 12 (7.1) 15 (8.5) 17 (9.9) 14 (8.1)
Diarrhea 8 (4.7) 15 (8.5) 4(2.3) 9(5.2)
Dizziness 9(5.3) 2(1.1) 3(1.7) 9(5.2)
Hypertension 17 (10.0) 10 (5.6) 5(2.9) 6 (3.5)
Nausea/vomiting 6(3.5) 9(5.1) 1(0.6) 3(1.7)

In a double-blind 18-week clinical trial involving Glipizide and Metformin HCI Tablets as second-line therapy,
a total of 87 patients received Glipizide and Metformin HCI Tablets, 84 received glipizide, and 75 received
metformin. The most common clinical adverse events in this clinical trial are listed in Table 5.

Table 5: Clinical Adverse Events > 5% in\any Treatment Group,

by Primary Term, in Second-line Therapy Study

Number (%) of Patients
Glipizide Metformin Glipizide and Metformin HCI

Adverse Event S mg tablets® 500 mg tablets® Tablets® 5 mg/500 mg

N=84 N=75 =87
Diarthea 11 (13.1) 13 (17.3) 16 (13.4)
Headache 5(6.0) 4(5.3) 11 (12.6)
Upper respiratory infection 11 (13.1) 8 (10.7) 9 (10.3)
Musculoskeletal pain 6.1 5(.7) 7 (8.0)
Nausea/vomiting 5 (6.0) 6(8.0) 7 (8.0)
Abdominal pain 7 (8.3) 5(6.7) 5.7
UTI 4 (4.8) 6 (8.0) 1(1.1)

* The dose of glipizide was fixed at 30 mg daily; doses of metformin and Glipizide and Metformin HC1 Tablets
were titrated.

Hypoglycemia

In a controlled initial therapy trial of Glipizide and Metformin HCI Tablets 2.5 mg/250 mg and 2.5 mg/500 mg
the numbers of patients with hypoglycemia documented by symptoms (such as dizziness, shakiness, sweating,
and hunger) and a fingerstick blood glucose measurement < 50 mg/dL were 5 (2.9%) for glipizide, 0 (0%) for
metformin, 13 (7.6%) for Glipizide and Metformin HCI Tablets 2.5 mg/250 mg, and 16 (9.3%) for Glipizide
and Metformin HCl Tablets 2.5 mg/500 mg. Among patients taking either Glipizide and Metformin HCI1 Tablets
2.5 mg/250 mg or Glipizide and Metformin HCI Tablets 2.5 mg/500 mg, nine (2.6%) patients discontinued
Glipizide and Metformin HCI Tablets due to hypoglycemic symptoms and one required medical intervention
due to hypoglycemia. In a controlled second-line therapy trial of Glipizide and Metformin HCI] Tablets 5
mg/500 mg, the numbers of patients with hypoglycemia documented by symptoms and a fingerstick blood
glucose measurement < 50 mg/dL were 0 (0%) for glipizide, 1 (1.3%) for metformin, and 11 (12.6%) for
Glipizide and Metformin HCI Tablets. One (1.1%) patient discontinued Glipizide and Metformin HCI Tablets
therapy due to hypoglycemic symptoms and none required medical intervention due to hypoglycemia. (See
PRECAUTIONS section.)

Gastrointestinal Reactions

Among the most common clinical adverse events in the initial therapy trial were diarrhea and nausea/vomiting;
the incidences of these events were lower with both Glipizide and Metformin HCl Tablets dosage strengths than
with metformin therapy. There were 4 (1.2%) patients in the initial therapy trial who discontinued Glipizide and
Metformin HCl Tablets therapy due to GI :adverse events. Gastrointestinal symptoms of diarrhea,



nausea/vomiting, and abdominal pain were comparable among Glipizide and Metformin HCI Tablets, glipizide
and metformin in the second-line therapy trial. There were 4 (4.6%) patients in the second-line therapy trial who
discontinued Glipizide and Metformin HC! Tablets therapy due to GI adverse events.

OVERDOSAGE

Glipizide

Overdosage of sulfonylureas, including glipizide, can produce hypoglycemia. Mild hypoglycemic symptoms,
without loss of consciousness or neurological findings, should be treated aggressively with oral glucose and
adjustments in drug dosage and/or meal patterns. Close monitoring should continue until the physician is
assured that the patient is out of danger. Severe hypoglycemic reactions with coma, seizure, or other
neurological impairment occur infrequently, but constitute medical emergencies requiring immediate
hospitalization. If hypoglycemic coma is diagnosed or suspected, the patient should be given a rapid
intravenous injection of concentrated (50%) glucose solution. This should be followed by a continuous infusion
of a more dilute (10%) glucose solution at a rate that will maintain the blood glucose at a level above 100
mg/dL. Patients should be closely monitored for a minimum of 24 to 48 hours, since hypoglycemia may recur
after apparent clinical recovery. Clearance of glipizide from plasma would be prolonged in persons with liver
disease. Because of the extensive protein binding of glipizide, dialysis is unlikely to be of benefit.

Metformin Hydrochloride

Among cases of overdosage of metformin hydrochloride, including ingestion of amounts greater than 100
grams, hypoglycemia was reported in approximately 10%, but no causal association with metformin
hydrochloride has been established, although lactic acidosis has occurred in such circumstances (see
WARNINGS). Metformin is dialyzable with a clearance of up to 170 mL/min under good hemodynamic
conditions. Therefore, hemodialysis may be useful for removal of accumulated drug from patients in whom
metformin overdosage is suspected.

DOSAGE AND ADMINISTRATION

General Considerations

Dosage of Glipizide and Metformin HCI Oral Solution must be individualized on the basis of both
effectiveness and tolerance while not exceeding the maximum recommended daily dose of 20 mg
glipizide/2000 mg metformin. Glipizide and Metformin HCI Oral Solution should be given with meals and
should be initiated at a low dose, with gradual dose escalation as described below, in order to avoid
hypoglycemia (largely due to glipizide), to reduce GI side effects (largely due to metformin), and to permit
determination of the minimum effective dose for adequate control of blood glucose for the individual patient.

With initial treatment and during dose titration, appropriate blood glucose monitoring should be used to
determine the therapeutic response to Glipizide and Metformin HCI Oral Solution and to identify the minimum
effective dose for the patient. Thereafter, HbA,. should be measured at intervals of approximately 3 months te
assess the effectiveness of therapy. The therapeutic goal in all patients with type 2 diabetes is to decrease FPG,
PPG, and HbA. to normal or as near normal as possible. Ideally, the response to therapy should be evaluated
using HbA,. (glycosylated hemoglobin), which is a better indicator of long-term glycemic control than FPG
alone.

No studies have been performed specifically examining the safety and efficacy of switching to Glipizide and
Metformin HCl Oral Solution therapy in patients taking concomitant glipizide (or other sulfonylurea) plus
metformin. Changes in glycemic control may occur in such patients, with either hyperglycemia or
hypoglycemia possible. Any change in therapy of type 2-diabetes should be undertaken with care and
appropriate monitoring.

Glipizide and Metformin HCI Oral Solution as Initial Therapy
For patients with type 2 diabetes whose hyperglycemia cannot be satisfactorily managed with diet and exercise
alone, the recommended starting dose of Glipizide and Metformin HC] Oral Solution is 2.5 mg/250 mg once a



day with a meal. For patients whose FPG is 280 to 320 mg/dL a starting dose of Glipizide and Metformin HC1
Oral Solution 2.5 mg/500 mg twice daily should be considered. The efficacy of Glipizide and Metformin HCI
Oral Solution in patients whose FPG exceeds 320 mg/dL has not been established. Dosage increases to achieve
adequate glycemic control should be made in increments of 2.5 mg/250 mg per day every two weeks up to
maximum of 10 mg/1000 mg or 10 mg/2000 mg Glipizide and Metformin HCI Oral Solution per day given in
divided doses. In clinical trials of Glipizide and Metformin HC! Tablets as initial therapy, there was no
experience with total daily doses greater than 10 mg/2000 mg per day.

Glipizide and Metformin HC] Oral Solution as Second-Line Therapy

For patients not adequately controlled on either glipizide (or another sulfonylurea) or metformin alone, the
recommended starting dose of Glipizide and Metformin HCI Oral Solution is 2.5 mg/500 mg or 5mg/500mg
twice daily with the morning and evening meals. In order to avoid hypoglycemia, the starting dose of Glipizide
and Metformin HCI Oral Solution should not exceed the daily doses of glipizide or metformin already being
taken. The daily dose should be titrated in increments of no more than 5 mg/500 mg up to the minimum
effective dose to achieve adequate control of blood glucose or to a maximum dose of 20 mg/2000 mg per day.

Patients previously treated with combination therapy of glipizide (or another sulfonylurea) plus metformin may
be switched to Glipizide and Metformin HC1 Oral Solution 2.5 mg/500 mg or 5 mg/500 mg; the starting dose
should not exceed the daily dose of glipizide (or equivalent dose of another sulfonylurea) and metformin
already being taken. The decision to switch to the nearest equivalent dose or to titrate should be based on
clinical judgment. Patients should be monitored closely for signs and symptoms of hypoglycemia following
such a switch and the dose of Glipizide and Metformin HC! Oral Solution should be titrated as described above
to achieve adequate control of blood glucose.

Specific Patient Populations

Glipizide and Metformin HCl Oral Solution is not recommended for use during pregnancy or for use in
pediatric patients. The initial and maintenance dosing of Glipizide and Metformin HCI Oral Solution should be
conservative in patients with advanced age, due to the potential for decreased renal function in this population.
Any dosage adjustment requires a careful assessment of renal function. Generally, elderly, debilitated, and
malnourished patients should not be titrated to the maximum dose of Glipizide and Metformin HCl Oral
Solution to avoid the risk of hypoglycemia. Monitoring of renal function is necessary to aid in prevention of
metformin-associated lactic acidosis, particularly in the elderly. (See WARNINGS)

HOW SUPPLIED
Glipizide and Metformin HCI Oral Solution
Description of Glipizide and Metformin HCl Oral Solution to be determined.

STORAGE
Store at 20° C - 25° C (68° F - 77° F); excursions permitted to 15° C - 30° C (59° F - 86° F). [See USP
Controlled Room Temperature. ]

GLUCOPHAGER® is a registered trademark of Merck Santé S.A.S., an associate of Merck KGaA of Darmstadt,
Germany. Licensed to Bristol-Myers Squibb Company.

GLUCOTROL® is a registered trademark of Pfizer Inc.
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WARNING: A small number of people who have taken metformin hydrochloride have developed a serious
condition called lactic acidosis. Properly functioning kidneys are needed to help prevent lactic acidosis. Most
people with kidney problems should not take Glipizide and Metformin HCI Oral Solution. (See Question Nos. :
9-13.)

Q1. WHY DO I NEED TO TAKE GLIPIZIDE AND METFORMIN HCL ORAL SOLUTION?
Your doctor has prescribed Glipizide and Metformin HCI Oral Solution to treat your type 2 diabetes. This is
also known as noninsulin-dependent diabetes mellitus.

Q2. WHAT IS TYPE 2 DIABETES?

People with diabetes are not able to make enough insulin and/or respond normally to the insulin their body does
make. When this happens, sugar (glucose) builds up in the blood. This can lead to serious medical problems
including kidney damage, amputations, and blindness. Diabetes is also closely linked to heart disease. The main
goal of treating diabetes is to lower your blood sugar to a normal level.

Q3. WHY IS IT IMPORTANT TO CONTROL TYPE 2 DIABETES?
The main goal of treating diabetes is to lower your blood sugar to a normal level. Studies have shown that good
control of blood sugar may prevent or delay complications such as heart disease, kidney disease, or blindness.

Q4. HOW IS TYPE 2 DIABETES USUALLY CONTROLLED?

High blood sugar can be lowered by diet and exercise, by a number of oral medications, and by insulia
injections. Before taking Glipizide and Metformin HC1 Oral Solution you should first try to control your
diabetes by exercise and weight loss. Even if you are taking Glipizide and Metformin HCI Oral Solution, you
should still exercise and follow the diet recommended for your diabetes.

Q5. DOES GLIPIZIDE AND METFORMIN HCL ORAL SOLUTION WORK DIFFERENTLY FROM
OTHER GLUCOSE-CONTROL MEDICATIONS?

Yes it does. Glipizide and Metformin HCl1 Oral Solution combines two glucose lowering drugs, glipizide and
metformin. These two drugs work together to improve the different metabolic defects found in type 2 diabetes.
Glipizide lowers blood sugar primarily by causing more of the body’s own insulin to be released, and
metformin lowers blood sugar, in part, by helping your body use your own insulin more effectively. Together,
they are efficient in helping you achieve better glucose control.

Q6. WHAT HAPPENS IF MY BLOOD SUGAR IS STILL TOO HIGH?
When blood sugar cannot be lowered enough by Glipizide and Metformin HCI Oral Solution your doctor may
prescribe injectable insulin or take other measures to control your diabetes.

Q7. CAN GLIPIZIDE AND METFORMIN HCL ORAL SOLUTION CAUSE SIDE EFFECTS?
Glipizide and Metformin HCI Oral Solution, like all blood sugar-lowering medications, can cause side effects in
some patients. Most of these side effects are minor. However, there are also serious, but rare, side effects related
to Glipizide and Metformin HCI Oral Solution (see Question Nos. 9-13).

Q8. WHAT ARE THE MOST COMMON SIDE EFFECTS OF GLIPIZIDE AND METFORMIN HCL
ORAL SOLUTION?

The most common side effects of Glipizide and Metformin HCI Oral Solution are normally minor ones such as
diarrhea, nausea, and upset stomach. If these side effects occur, they usually occur during the first few weeks of
therapy. Taking your Glipizide and Metformin HCI Oral Solution with meals can help reduce these side effects.




Symptoms of hypoglycemia (low blood sugar), such as lightheadedness, dizziness, shakiness, or hunger may
occur. The risk of hypoglycemic symptoms increases when meals are skipped, too much alcohol is consumed,
or heavy exercise occurs without enough food. Following the advice of your doctor can help you to avoid these

symptoms.

Q9. ARE THERE ANY SERIOUS SIDE EFFECTS THAT GLIPIZIDE AND METFORMIN HCL
ORAL SOLUTION CAN CAUSE?

Glipizide and Metformin HCI Oral Solution rarely causes serious side effects. The most serious side effect that
Glipizide and Metformin HCI Oral Solution can cause is called lactic acidosis.

Q10. WHAT IS LACTIC ACIDOSIS AND CAN IT HAPPEN TO ME?

Lactic acidosis is caused by a buildup of lactic acid in the blood. Lactic acidosis associated with metformin is
rare and has occurred mostly in people whose kidneys were not working normally. Lactic acidosis has been
reported in about one in 33,000 patients taking metformin over the course of a year. Although rare, if lactic
acidosis does occur, it can be fatal in up to half the cases.

It’s also important for your liver to be working normally when you take Glipizide and Metformin HCI Oral
Solution. Your liver helps remove lactic acid from your bloodstream.

Your doctor will monitor your diabetes and may perform blood tests on you from time to time to make sure
your kidneys and your liver are functioning normally.

There is no evidence that Glipizide and Metformin HC1 Oral Solution causes harm to the kidneys or liver.

Q11. ARE THERE OTHER RISK FACTORS FOR LACTIC ACIDOSIS?

Your risk of developing lactic acidosis from taking Glipizide and Metformin HCI Oral Solution is very low as
long as your kidneys and liver are healthy. However, some factors can increase your risk because they can
affect kidney and liver function. You should discuss your risk with your physician.

You should not take Glipizide and Metformin HCI Oral Solution if:
— You have chronic kidney or liver problems
— You have congestive heart failure which is treated with medications, e.g., digoxin (Lanoxin®) or
furosemide (Lasix®)
~  You drink alcohol excessively (all the time or short-term “binge” drinking)
—  You are seriously dehydrated (have lost a large amount of body fluids)
— You are going to have certain x-ray procedures with injectable contrast agents
— You are going to have surgery
—  You develop a serious condition such as a heart attack, severe infection, or a stroke
—  You are > 80 years of age and have NOT had your kidney function tested

Q12. WHAT ARE THE SYMPTOMS OF LACTIC ACIDOSIS?

Some of the symptoms include: feeling very weak, tired or uncomfortable; unusual muscle pain, trouble
breathing, unusual or unexpected stomach discomfort, feeling cold, feeling dizzy or lightheaded, or suddenly
developing a slow or irregular heartbeat.

If you notice these symptoms, or if your medical condition has suddenly changed, stop taking Glipizide and
Metformin HCI Oral Solution and call your doctor right away. Lactic acidosis is a medical emergency that must
be treated in a hospital.

Q13. WHAT DOES MY DOCTOR NEED TO KNOW TO DECREASE MY RISK OF LACTIC
ACIDOSIS?



Tell your doctor if you have an illness that results in severe vomiting, diarrhea, and/or fever, or if your intak:
fluids is significantly reduced. These situations can lead to severe dehydration, and it may be necessary to
taking Glipizide and Metformin HC1 Oral Solution temporarily.

You should let your doctor know if you are going to have any surgery or specialized x-ray procedures i
require injection of contrast agents. Glipizide and Metformin HCI Oral Solution therapy will need to be stopg
temporarily in such instances.

Ql14. CAN I TAKE GLIPIZIDE AND METFORMIN HCL ORAL SOLUTION WITH OTHE!
MEDICATIONS?

Remind your doctor that you are taking Glipizide and Metformin HC] Oral Solution when any new dru
prescribed or a change is made in how you take a drug already prescribed.

Glipizide and Metformin HC] Oral Solution may interfere with the way some drugs work and some drugs
interfere with the action of Glipizide and Metformin HCI Oral Solution.

Q15. WHAT IF I BECOME PREGNANT WHILE TAKING GLIPIZIDE AND METFORMIN HC
ORAL SOLUTION? :
Tell your doctor if you plan to become pregnant or have become pregnant. As with other oral glucose-con
medications, you should not take Glipizide and Metformin HCI Oral Solution during pregnancy.

Usually your doctor will prescribe insulin while you are pregnant. As with all medications, you and your do
should discuss the use of Glipizide and Metformin HCI Oral Solution if you are nursing a child.

Q16. HOW DO I TAKE GLIPIZIDE AND METFORMIN HCL ORAL SOLUTION?

Your doctor will tell you how many Glipizide and Metformin HC} Oral Solution to take and how ofien.
This should also be printed on the label of your prescription. You will probably be started on a low dose
Glipizide and Metformin HCI Oral Solution and your dosage will be increased gradually until your blood su
is controlled.

Q17. WHERE CAN I GET MORE INFORMATION ABOUT GLIPIZIDE AND METFORMIN H
ORAL SOLUTION?
This leaflet is a summary of the most important information about Glipizide and Metformin HC1 Oral Solutio
If you have any questions or problems, you should talk to your doctor or other healthcare provider about typ
diabetes as well as Glipizide and Metformin HCl Oral Solution and its side effects. There is also a leafl
(package insert) written for health professionals that your pharmacist can let you read. :
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GLIMEPIRIDE

TABLET; ORAL
AMARYL
AVENTIS PHARMS

GLIPIZIDE

TABLET; ORAL
GLIPIZIDE
ALPHAPHARM

DURAMED PHARM BARR

ENDO PHARMS

GENEVA PHARMS

GENEVA PHARMS TECH

IVAX PHARMS

MYLAN

SIDMAK LABS NJ

B lE & 15 & &k &k EERRERIER

MG
2MG

4aMG

5MG
10MG

5MG

10MG
SMG
10MG
5MG
10MG
MG
10MG
5MG
10MG
5MG
10M
5MG
10Mc

N20496 001
NOV 30, 1995
N20496 002
NOV 30, 1995
N20496 003
NOV 30, 1995

N74438 001
JUN 20, 1995
N74438 002
JUN 20, 1995
N74550 001
SEP 11, 1997
N74550 002
SEP 11, 1997
N74378 001
NOV 28, 1994
N74378 002
NOV 28, 1994
N74305 001
APR 07, 1995
N74305 002
APR 07, 1995
N74542 001
JUN 20, 1995
N74542 002
JUN 20, 1995
N74497 001
AUG 31, 1995
N74497 002
AUG 31, 1995
N74226 001
MAY 10, 1994
N74226 002
MAY 10, 1994
N74619 001
APR 04, 1997
N74619 002
APR 04, 1997

PRESCRIPTION DRUG PRODUCT LIST

GLIPIZIDE

B & 1E BB’ B

& |5

TABLET; ORAL
GLIPIZIDE
TEVA

TORPHARM

WATSON LAB

WATSON LABS

GLUCOTROL
PFIZER

3-176

5MG
1oMc
5MG
10mG
5MG
1oMG
5MG
10MG

SMG
10Mc

TABLET, EXTENDED RELEASE; ORAL

GLUCOTROL XL

PFIZER

2.5MG

BMG

1omMG

GLIPIZIDE; METFORMIN HYDROCHLORIDE

TABLET; ORAL
METAGLIP

BRISTOL MYERS SQUIBB 2.5MG;250MG

2.5MG; 500MG

5MG; 500MG

N74387 001
MAR 04, 1996
N74387 002
MAR 04, 1996
N75795 001
JUN 13, 2001
N75795 002
JUN 13, 2001
N74370 001
NOvV 22, 1994
N74370 002
NOV 22, 1994
N74223 001
FEB 27, 1995
N74223 002
FEB 27, 1995

N17783 001
MAY 08, 1984
N17783 002
MAY 08, 1984

N20329 003
AUG 10, 1999
N20323 001
APR 26, 1994
N20329 002
APR 26, 1994

N21460 001
ocT 21, 2002
N21460 002
oCcT 21, 2002
N21460 003
OCT 21, 2002




